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1. fi2tA)-SA||Al(£a)_1S 
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0030069582 "^^^^ 2004/9/21 

tl-ef;^l ^^i<^ tflt!: ;^^-gn;^llS.A-l -B-§-*l-4. 



Ra J<H I^Trio 



Ri 

n^d 3£fe T'm^^i^szLf-^ ^ ^m^m C1-C5 't^. •5i-<^i=^Ai, C1-C5 

R2 ^^1 Rii-^ ^o]B.^^], •SrS.iffl. vlHS.. Ci-C 5 ^^^1 

0 4 ^^^^ ^^<='l:ii; 
X ^ CH2, ^± ^€^><^li=1-. 



66-4 



%:^ «a^>'- 2004/9/21 

0030069582 

x^o^^l m « ^^-S^tTEm DERIVATIVES 

HAVING INHIBIOTY ACTIVITY AGAINST MULTI-DRUG RESISTANCE AND PREPARATION THEREOF} 

«S7> ^7>^ a^. «^ ^°<** 

sa^4. 5a-i -J^'a °i» "^'^ * 

mo,^. vfl^ ^^^> a^^3ta^^ -^^^i^i* ^ 

=fl Sl^ 1)1^ (multi-drug resistance, «&)"] S-=«l7V Sl^^. 

oii^5E«a*-a. ^^^^-a p-^«««°« 



66-5 



1020030069582 2004/9/21 

«^ si^l-c^ M]^ ^s. e^i-o] Bii#5)<H «^«a-jL^^ ^^^^1 ^*>fe ^^s. <t^;^ $i4(D. W. 

Shen, et al., Science 232, 643-645, 1986). 

p-^^«-^€^ ^-8-<Hl 7^^ ^^7> o]^ol^];^l ^o_x^, ^s.^ $t!ri=1-(Schinkel , 

et al., Cell 77, 491-502, 1994). 

^. -fa-^l^ ^^Al^O.S.>i^ ^^o^ ;gzp.:^c^7^ 7l-^^H ^^^^ ^Sl^^^ 

I 

5^^(verapamil)3il- a>o1.i.^>,5e^ ACcyclospolin A)^ ^^^ili^ t]-^^] tfl>^^^ 

fa-^^^VM- -a^^-tb ^3)-§-^ M-El-i^fe ^i=f(Cancer Res.. 41, 

1967-1972, 1981), 

^^l#«^^7ll >)1 WO 94/07858 (Vertex)<:»ll^ t^^:^] ^^Sfl;t|]S.Ai ^-g--^ ■§1-71 ^ 
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W ^^ <^7y: 2004/9/21 

:020030069582 




OMe 



4. VX-710 Alsa^Ccytochrome) P450 :^^^^>^ ^^^^ ^ 

. ^;^1^^^7fl ^ WO 92/12132 ^ (Glaxo)«^^ ^^-t^l ^^^1^^^ ^^"^"^ 

^S-i^s^ 6>ae|^ ^£^17> 7BAlsl<H 




3> 



^i^m ^ ^^^^ <^-i209i8 ^^^^ p-^^'^^^ -<3-^*>^i ^^^^> 

^^l^^^^fl ^ WO 96/20180 ^ ^ ^1 WO 98/17648 51 (Xenova)"^!^ ^^^1 ^ 
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[0030069582 



%^ 2004/9/21 



.4> 




o 



MeO. 



MeO' 




5> ^7] 7^^^^ ^^1- ^ XR-9576 ^^^^ ^"^^^ ^^9^^]^ ^]^^ 

XR-9576 21-1-1:^ t:l-^>ll ^^l*>7l ^^H "g^^-^S. A>-§-5|^^ ^, ti>^^*>^l 

^^-8-^ -^^^^ 

.6> ^>il^^^7fl wo 98/22112S«^m (Lilly) ^-^^1 ^^^^''A ^}7] ^S^^ ^1^ 



•8> ^71 ^ LY-335979 ^>^S.^ p-^^^^^ 7j-^*> 

Tfl T^^^l ^'^'l^ ^1^^ Jl^^ #7M7l^ <y:s^ 

;g^ofl£ a>^^«V^l ^tb ^^-§-^ -f|-^«>fe ^^1^<^1 
.9> Ttj-B^-A^, ^^h-g-^ ^^S. ^51 ^^>fl ^^^^ Jl^^^S. ^4*>7l ^t!: ^# 
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"^^V: 2004/9/21 

;0030069582 s i 



> sj-t)-^ 1 

> ^ R 

Ra ^ 1^11 Rio 
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«g^>: 2004/9/21 

■020030069582 

X CH2, ^^^V*:*!^. 

^ 4^ ^71 W 1^ n^^^ ^^^^ =^^^'^ ^^^^ ^^^^ 

3qB,^. oi.i4#, HB^ov^. n^^^, M}^. Hi^v^. ^-v^^^v*. ^^>^^>^. ^^^1^1^ 
^^.^ov^. ^^4^V#, a^^. ^1^--^' ^^^^>a€^ * ^ ^^^(^1 

-sim-2H-BflBHl-#-5-"^)-4.5-i=ltfl^Al-5fl^]-oM^. 
> ^^^.2-.m'iV[2-(2-{4-[2-(6J-cl^l^Al-3.4-^^Vol-^-lH-ol^^^€-^^ 

m]-3^im}-2H-BimB:h*-5-'^)-4,5-t:^^l^^l-3^m]-*='M-. 

^^^-S-n^-^-^ [2-(2-{4-[2-(6.7-x:1^^^1-3.4-r1*>ol^^-lH-ol^^^^-2-'^)-<^ 
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%^ «a>^>: 2004/9/21 

;0030069582 

^)-4,5-tlTills.Al-3il^]-<iH^. 

^^^-4-7>^>i<L> [2-(2-{4-[2-(6,7-r1^^Al-3.4-T:l^Vol = ^-lH-ol4.¥i^^-2-«a)-<^l 

^]-3^ll^}-2H-B||HBl-#-5-<i)-4,5-T:1^^^1-5l1^]-<^H^, 

4_^l^;^l-^^^.2-7V4^^> [2-(2-{4-[2-(6.7-clt.11^Al-3.4-T^^Vol^S.-lH-ol4.^^^ 
-2-<g)-'^m]-3^^>-2H-^lH5l-#-5-'a)-4.5-tlPil^Al-5ll^]-oHH.. 

^^#^-2-^V^^'t> [2-(2-{4-[2-(6.7-rlTifl^Al-3.4-xq^Vol-S.-lH-ol^^*^-2--a)- 
<^€]-3^^}-2H-^H£l-^-5-'^)-4.5-Tclpfl^Al-4^]-oH^. 

^^^-2-f\^^^ [2-(2-{4-[2-(6.7-t:1^^^l-3.4-c1*>o1-S--lH-oli^^^-2-^)-<^ 

m]-3^im>-2H-^lH2l-^-5-^)-4,5-i=1'^^^l-3^^]-'*H^. 

ri-[2-(i2-u-[2-ieJ-An^^]-sA-^^^^^^-^^-^^^^ 

N-[2-(2-{4-[2-(6J-x:l^^^l-3.4-xq^>ol-S.-lH-o1i^^^-2-^)-<^m]-^^}-^^^^ 

t> ^^:^-2-9\^^^:y[2<2-U-[2-i6J-^r^^^]-3A-^^^^^ 

]-4^}-2H-BllSel-#-5-^)-4.5-^^l^^l-^l^]-*=*M-. 

N-[2-(2-{4-[2-(6J-t:1-ll^^l-3.4-i^^>-l^S-lH-ola.^^^-2-^)-<^m]-^^>-2H-^ 
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;0030069582 ^^^^ 
3> v+H^^-a-^V^-i-ii [2-(2-{4-[2-(6.7-x:1^^^1-3.4-x^^VolH.S.-lH-<^l:5i^fe^-2-'^a)- 

m ] -511 ^ }-2H-Bll )-4 . 5-1^ ^1 ^^1-511 ^ ] -«^>i^1 S. . 

7> N-[2-(2-{4-[2-(6.7-rl^l^Al-3.4-r1^}ols.S-lH-ol4i^^^-2-"S)-«^^]-^^}-2H^ 

3> N-[2-(2-{4-[2-(6J-t:1^^^1-3.4-x:1^H:^^-lH-<^l^^^^-2-''^)-'^1^^^1^>-2H-^^ 

e^^_5_ ^ )-4 , Pil ^ A] -4 ^ ] -3-#^^S--^ S<iVT^l ^ . 
3> N-[2-(2-{4-[2-(6J-iqt^l^^l-3.4-^*><='l^S-lH-<^l:t^^^-2-^)-<^€]-3^^}-2H-BllS 

)-4 . 5-1=1 ^^^1-^ ^ ]-4-l-^^S.-^^<^>^l S. . 
O N-[2-(2-{4-[2-(6.7-T=1^^^1-3.4-x:l^ols.S-lH-ol4.^^^-2-^a)-«^m]-^l^}-2H-^lH 

2^.^_5_<^)-4,5-i:lpl1^^1-3j|l^]-3.4-xqi-^^S.-^^oH=. 

i> Bl^^-S-^V^-^-iV [2-(2-{4-[2-(6.7-t:1^^Al-3.4-iq«r>ol^S.-lH-<:>l^^^fl-2-<S)-<^ 

l]-3fl^}-2H-^mel-^-5-"a)-4.5-t:1^^>««l-^^]-*=»H^. 

2> ^^-3-?]-^^'^: 

[2-(2-{4-[2-(6.7-x:1i^l^^l-3.4-xi]«>ol^S.-lH-ol4ifl^€-2-^)-'=>lim]-^m}-2H-^H5l-^-5- 

3> 4-^4i-4H-aS.^-2-7>4^^ i;2_(2-{4-[2-(6.7-c1^^^1-3,4-t:1*><^l^S-lH-ol^^^^ 

-2-^)-<^m]-J^^>-2H-i^lH5l-*-5-«a)-4,5-^^^^l-5ll^]-<^VT^l:^, 
4> m-4-^^-4H-H^^-2-7>4^^ [2-(2-{4- [2-(6 , 7-^^ i^fl ^^1 -3 . 4-tq ^o] S.S.-IH-0I 

^€-2-*^ € ] ^ }-2H-ell Be|-#-5-"U )-4 . 5-^ ^ ^^1 -^^ ^ ] -<^>^1 ^ . 
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%^ 2004/9/21 

0030069582 

5-^olH^Al-4-4^-4H-aS.^-2-^m^> [2-(2-{4-[2-(6.7-i:1^^^1-3.4-r1^ol-^ 
-lH-ol4.fl*^-2-«a)-'='ll€]-^^}-2H-BilH2l-#-5-^a)-4.5-t:1^1^^1-^^]-^^^^ 

5- T^l^Al-4-^^-4H-SS.^-2-7>4€'L> [2-(2-{4-[2-(6.7-r1^^Al-3.4-r1^ol-s-lH- 
ol^^^€-2-^a)-«^m]-^^}-2H-^lHBl-#-5-^a)-4.5-tqT^^^1-3^im]-oM^. 

6- #^^S.-4-^i:-4H-aS.^-2-7'>4^<a: [2-(2-{4-[2-(6. 7-^:1 ^1^^1-3, 4-i:^^V<^lH.S. 
-lH-ol:^^^^-2-<a)-«=>im]-^l^}-2H-BllH2l-#-5--a)-4.5-t:1i^^^l-^m]-^^^^ 

S.2.-4-^ai-4H-aS.^-2-?>^^^V [2-(2-{4-[2-(6.7-x:1 p||^a1-3.4-i:1«1-<:>1^S.-1H- 
ol^^^^-2-«a)-<=fl^]-^^>-2H-^Heh^-5-'a)-4.5-i=1^1^^1-^^]-<='V^l^. 

;,1^^_4_^>^^AV [2-(2-{4-[2-(6.7-i::l^l^^1-3.4-t:1^>ol-^-lH-«^l4.¥l*^-2-<a)--fl 

^]-5|l^}-2H-tflB.2l-#-5-«^a)-4.5-i^^l-^^l-^^3-*^H^. 

)-4 . t^flS-Al-sIl H. , 

^^^_3_^V^^xv t2-(2-{4-[2-(6.7-^^l^^l-3.4-r1^>ol-S.-lH-ol4.^^^-2-<^a)-<^ 

€]-3^ll^}-2H-^H2l^-5-^)-4.5-t:1#^^S.-5jl^]-«^MS.. 

^^^_3_^V^^XV [2-(2-{4-[2-(6.7-^^l^^l-3.4-c1^V<^l^^-lH-<=>1^^^^-2-^^)-'^l 

^^3^^]-5|l^}-2H-^lH^#-5-«a)-4,5-i=l^l^^l-4^]-*^V^1S-. 
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io30069582 

N-[2-(2-{4-[2-(6.7-tqTfl^Al-3,4-^^><^1^S-lH-ol4i¥l^^-2-^a)-'=>ll^3-4^}-2^^ 
B^^_5-^)_4,5-clPil^Al-3E|l^]-3-2|]^-<^>a.loMS.. 

N-[2-(2-{4-[2-(6.7-rlp|]^Al-3,4-i:l«}olB.S-lH-<>ia.^*€-2-^)-«fl€]-^^}-2H^ 

5^-5-'^ )-4 . 5-1=1 n ^^1 -3^11 ^ ]-3-fl ^^-3-^-<^>am '=>}^ ^ ^ 

4_^^_4H-aS.^-2-ns^^'il:(2-{2-[4-(2-{[2-(3,4-xqt^l^Al-3J|l^)-c.lim]-^im-<^V^li^ 
)-3Bim]-2H-EflHel-#-5-'^a}-4.5-^^l^^l-^^m)-<^H^* "^^^ « ^ 
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10030069582 



'U::^}: 2004/9/21 



Hg-(CHa)riQ-R, 



Rii Rio R? Fa 



"^Vj^ H2M-^^X-^CH2)„-^--{CH2)„-0 




1^ NOa (4) '^ii 1*10 

rTnHi CD iCrio 

i>Ri. R2. R3. R4. R5. Re. R7. Rs. R9. Rio. Rii. m. n ^ Xfe ^7H.i R' ^ 

R..^ z^-z^- OH. CI Br^H, ^€ Sfe *€«>m. 

2> ;^7l ^-i-il l<=^l^-li^ ^<^1. i) (5)^ ^o}^^'^ (6)^ ^ 

"11 ^:^fl«H 6VTil2^3^id^BBl-# (2)3. ^^^1^ ^. iii) c]* 
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'B #^ ^;^V: 2004/9/21 

Cn20030069582 

i)^ "a^i^^ ^'i^' s^°ii^°>°J. 

^. ^HBV^°lSS*e. ^"^^ "^"^ 

^ol 4^2)*>31, ^V*=^t ^^^^ ^V*9* 2^ ^'^f*^ 1 

5 1 -fl^i 2 'a-^''!'^- ^^'"""^ ^^'»* 

0.05 ifl^l 0.3 "a-*"! uv^^^'^i-- 
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•t^ <g^>: 2004/9/21 
;0030069582 a r 

^7] ^A<^\^^ ^V^^fe 'S^lS.fe HB1<^^<^V-J. t:1M€<^1€^V-J. ^'=>1 «V^^ 

§>ul. <g7l^ A>-g-^^ 2^ ^tl:<^l 1 2 ^^ol^. -^71 ^^^^^ ^>-S- 

slfe «J:^ -^-BS^ ^€SS^m. N.N -xqpfl^al-oH^. B|1HS1-*H-S^^. 

^ ^jo.^ -20 -c ^^1 «^>-§- ^^-S^ ^1-^1^ wV^^^Hl^ 10 ^^1 40 x:<^\^^ ^ 

^ ^^-^ 1^ -B-s^* ^i^^v^i^^i ^v-§-^fe 5^ ^^-^ 

^^Al?^ ^ ^tl-[Bullitin of the Chemical Society of Japan Vol. 49(7), 1920-1923 

(1976)]. l-^<ffl^3L^#S.Sl-ol- €€^3L^#S.21-<:>1^^ ^\^^^ ^^ 

cfl tfl*H 0.5 5 «V^^^>7il^ 1 ^^1 2 ^^olrV. -g-^^^ ^1 

Hel-^Vol^^^^. <^m^. ^m*. * ^>-^^ ^ -^-^ "^^^ "^^^ 20 TC. 

^2^§>7ilfe 0 tfl^l 5 

3> ^^l--^^ ^^1:^. a) MHS ^^l" (10)3q- o>^J (11)^ <g7l ^:^11*V 

«^o.;,l5q ^^S. (9)^ :^1^*>^. b) o\% ^^ll^H^i ^v]:-§-^l^ 

(8)S ^, c) ol* ^-IHSIH ^ «g^>4 ^V^^l^J^^^ ^1^^ ^ 

^^[Bullitin of the Chemical Society of Japan Vol. 49(7). 1920-1923 (1976)]. 
9> a)«^ -A<^^, <§7lS^ HBl<=.im<^>-J. clol^HS.^oil€^l--J ^-i: ^> 

-g-m 4^ -§-^fl^^ ^1^*. '^l^*' c^^^St^^. ^B2l-*HSS. 
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^ ^^"h: 2004/9/21 



^ $X^, -g-'flS^ <^^^. #S.S.3L#. t:1#S.S.^^, BllBs1-^}ol = S.^^. 

^1 5 flV^^^>7fl^ 1 3 ^%=<5li. ^V-B-^^ ^t}-^ 8^ s}-^l-<^l tfl^i-o^ 

-10 tfl^l 20 V, wV^^^VtII^ 0 ifl^^l 5 TColtf. 

7>W ^ns. A>-g-^ ^ ^o.T3^, wl-^^t!: w^^^rii-JJ:, o]^, 

AV. •5:H:^^Al^SAi-^ 3^1^<^V^-flH^. T^^^^-a:. ^^^^Ai- ^ l-^-a-i 
<^S. * ^ $Xr^. 

^ ^^<^1 1^ B|]HBl-# -B-£^1 3E^ ^J-'a-^l^ >H1J£^A^^ 
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1^ ^7^: 2004/9/21 

0030069582 I 

»V*^*^^1- (pacUtaxel). (docetaxeD^t S 

* ^^l;^. *a^=i.« (vincristine), (vinblastine). (vinorelbin)3V 

^^}»i^}s.o]^A. u^cM. ^i^«i-a (doKorubicin)iv ?>h^ 

.vll,^^. (topotecan), ^l^l^^* (irinotecan).^ ^S-^^^. "-^^^'M 

^ (actin<wcin), (etopooid) ^'^^l^V ^ 

^^"^ .1^. "voia^oim^ ^^'^ 

^ ^"--^^ 

«^4, » ^ a'^- * '^^^ "^*°' ^''""^ 

^^^^ .>*^fe ^^ife ^, ■fr^> 

^tg^ *)s« «^}^ ^•a-^^ ^"^ * ^"^^ 
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10030069582 

vflA^^ ^:^Alfl7l ^^V<='^ ^^Jr^^S. ^^J<^1 tfl^ 0.1 vfl^l 100 mg/kg(^l^) "^f^^ 

.^JAHI i: ^l^fl-S-n^^-a: [2-(2-4-[2-(6,7-i^i^^^l-3.4-i:1^ol-S-lfl-<>l^^^^-2--a)- 
<^^]-^^-2H-B(lHeh#-5-<a)-4.5-rlPll^Al-3^ll^]-oH-5l 

2-(4-vlHS^l^)<^m 2.30 g4 6,7-rlp|l^Al-l.2.3.4-BflHHl-*V<='l^S<^l:5^^^^ 
^ 2.29 N.N'-rlpn^i#o>til- 150 mi^ ^ 4.15 g ^ ^^^^^^ 

^ 1.80 g^ ^7KVaL -^--S^ 100 ^^l^m^i 12^1^> ^^J: 

^^^^ «^V-§- -S-^^<^1 150 mi% 7m ^ <^^o}mo]^ 200 mes. 3^ ^#*>S 

-g-^m ^Tltb ^ <^m<^V^l^l«^m* 7V*M ^flm^^^l-<=^ 2.40 g^ ^ 

nfi t^^. BflS2V^V<^lH.S.^?3: 150 me ^ ^i^-^ 150 m£<^ -§-^ 

^. Pd/C 0.24 g^ 7l.*>aL. 171-^^ tfl7l *V<^Ai IS^RV ^^o] 
^^^^ ^^A^ -tel-^l^ :^og-c:^sl.s>:Sl. ^fl^^tb ^. -§-'11* ^"S" ^ 

2.03 g* 65%). 
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#^ ^^>: 2004/9/21 
0030069582 ^ r 

> 1H-NMR(CX13) 6 : 6.97(d. 2H). 6.57(d. 2H). 6.53(s. IH). 6.47(s. IH). 3.77(s. 6H). 
3.57(s, 2H). 3.50(s, 2H), 2.71(in. 8H) 

> 2) 4,5-T:1^^^1-2-^BS.-p-l-^«ffl^i^^S.e?-^^ ^1^ 

p_^^^^i^ *l^iq->^Vol^ 6.90 <^m* 40 M^l H^]^. ^7H1 6-i^HS.wl5l-^ 

o^tfl^l- 7.90 -g-"-^^ ^7V^ ^' 80 ^'^l^^ 30^ "^^-^ ^^^^^ "^"^ 

^1^^ ^ ^32:^1 5^ 12.0 g^ ^^*V^t:l-(^^: 85%). 

-> lH-NMR(a)Cl3) 5: 8.47(s. IH). 8.00(s. IH). 7.87(d. 2H). 7.61(s. IH). 7.41(s. 
IH). 7.32(d. 2H). 3.99(d. 6H). 2.42(s. 3H) 

> 3) 2-(2-4-[5-(4.5-i^xfl^Al-2-qM-3^^)-^H.Bl-#-2-'a]-3^^-«^m)-6.7-rlPll^^ 

-1.2,3.4-B|lmsl-^<^l^S.-ol:^^-^^^ 

> l)^^^ AS^Hr 4-[2-(6.7-r1^1^Al-3.4-i^rVol-^-lH-<=>l:5i^^^-2-^a)-«=>im]-^ 

^oVinJ 7.4 g-a: 50% ^^-A 40 ^^t^. <='H^i . ^Jr-^" "^-^^ "^S* 5 TCS. 

ul 35% '^^^■%r^ 6.32 M. ^ 1- 10 M<=>1| 4irl^v+olH^l<^lH 1.8g^ ^91 ^7>tb ^ 

^o. ^6^5^ _15 t:^ ^^ul. 2)<^lAi 4.5-i=1^^^1-2-qHS.-p-«-^^^ 

S.^^B.BJ^^ 9.0 g^ 3rlslTa 140 inA«^l -g-^-^-i- ^i-H^l ^A^^^- -8-^-^* 14^1^ ^ 
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1020030069582 %^ ^:^V: 2004/9/21 
70%). 

^ lH-NMR(CDCl3) 5 : 8.08(d. 2H). 7.66(s. IH), 7.45(d. 2H), 7.32(s, IH), 6.59(d, 2H). 
4.03(s, 6H), 3.85(s, 6H), 3.68(s, 2H), 3.01(m, 2H), 2.84(m. 6H) 

^ ^^1 4) 2-(2-4-[2-(6.7-t:1tfl^^l-3,4-x^«>ol^^-lH-ol±.^^^-2-^)-<Hl^3-5il^-2H-EllE5^- 

2> 3)«^'H ;*ll2:t!- 

2-(2-4-[5-(4.5-^^tIll^Al-2-q:eS-a|l^)-^l = ^^-#-2-^]-3^^-<^l€)-6.7-c^^^^^ 
B£)-*>ol=.s-o]::t^^^ 0.25 g-i- <^1^^ 3 me ^ 3 ^91 Pd/C 0.07 

g^ ^7mJL 171^ ^± tfl7HA-1 12X\:^ ^<?> ^-g-Al^tJ.. ^-i-ol ^:ts|^ -§.^^ >i 
B^olH 3^flS.«^l <:>^3|-«>JL 5^JE.l- Ail^"^ ^ -8-^fl» ^^-^^ ^^1- 0.2 g 

* ^^*>^4(^#: 85%). 

1H-NMR(CDC13) 5 : 8.21(d, 2H), 7.81(s, IH), 7.58(d, 2H), 6.71(d, 2H). 6.48(s, IH), 
4.74(bs, 2H), 4.02(d, 6H), 3.96(d, 6H), 3.79(in, 2H), 3.51(m, 8H) 

^ 5) ^^fi-3-?>:y.^ #S.Bi-ols.o^ 

'5> 3-^fe^n4^^ 10 g ^ El^^ #se1-olS. 8.5 mm 1-^^ 150 me<^l ■^-'^l^ 100 °C 
90%). 
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^ lH-NMR(CDCl3) 5 : 9.64(s, IH), 9.36(s, IH), 8.85(d, IH), 8.17(m, 2H), 7.92(t. IH) 



7> 6) ^^fl-3-?H-^^ [2-(2-4-[2-(6. 7-1=1^1^^1-3. 4-c1§>ol = S.-lH-<^l4x^fe^-2-^)-<^ 
€]-3^^-2H-i^H5l-#-5-^)-4,5-x:1^^Al-3Bil^]-6>D]:^^ 

2-(2-4- [2-(6 . 7-1=1 H ^^1 -3 . 4-c1 *>^1 = S.-1H-<^1 :iif1 fe^-2-^ ^ ] ^-2H-Bll Be1-#-5-^ )- 
4.5-c1^^Al-3j|l^o>^ 0.2 r1#s.S.iHl^ 5 m««^l ^91 ^. 5)^^^ :^]3^^ ^^€-3- 

l-Sel-olJE. 0.07 g ^ Hsloi]^o>^ 0.1 ml^ 7}^}JL -i^oflA-^ 12^1:^ ^oy ^^X\^t\. 
. ^-^-o] ^msl^ ^-§- -§-^* 50 mis. ^^^}JL -R-7l#^ %>a:^VzLvil^o.s. 

;a>n*>c^ ^:21 0.18 g^ ^^*>5|T=1-(^^: 69%). 

9> lH-NMR(CDCl3) 6 : 11.86(s, IH). 9.69(s. IH), 8.95(s. IH). 8.75(s. IH). 8.23(d, IH), 
8.12(cl, IH), 7.99(d, IH). 7.86(t, 2H). 7.66(in. IH). 7.46(d. 2H), 6.59(d, 2H), 4.06(d, 
6H). 3.85(s. 6H). 3.69(s. 2H). 3.04(in, 2H). 2.83(tn. 6H) 

o> 'S'^HI 2: ^^fl-2-7>4-M'il: 

[2-(2-{4- [2-(6 . 7-c1 ^1 ^ Al -3 , 4-1=1 := S.-lH-o1 ^^-2-'^ )-<^1 ^ ^ }-2H-B|l Se|-#-5- 
^)-4.5-c1xfl^Al-3^>i]-6>p] = o^ 

i> ^aHI 1^ 4)«^A-1 2-(2-4-[2-(6.7-t:1 1:^1^^1-3,4-1=1^1-01 = s-lH-ol-t^^^ 

-2-<^)-ol1^]-3il^-2H-5flS.5l-^-5-^)-4.5-T=1^1^Al-5ll^o>^ 0.15 g ^ 0.05 g^ t=] 
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5030069582 ^^^>^ 2004/9/21 

0.005 7>*>ai ^^fflAi i2Ai^ ^-s-^mi=i-. ^■§-'='1 

^1-0.14 g* 4^^*>^i:^(^-i:: 73%). 

iH-NMR(CDCl3) 5 : 12.60(s, IH). 8.71(s, IH), 8.40(d, 2H). 8.20(d. 2H), 8.13(d. IH). 
7.90(s, 2H), 7.65(m. 2H), 7.37(d, 2H). 6.58(d. 2H), 4.05(d. 6H). 3.85(s. 6H). 3.67(s, 
2H). 3.01(t, 2H), 2.83(01, 6H) 

-M^Hl 3: ol4^^^^-3-^>4^>i [2-(2-{4-[2-(6,7-t^^^^l-3,4-ic1^^1S.^-lH-«^liii¥l^^ 
-2-^ )-«^ ^ ] ^ }-2E-n Hel-^-S-'g )-4 , 5-^ ^^^1 -^11 ^ ] -^>t°1 ^1 2: 

^ ^"atb ^^^1-'=^ 0.12 g* ^^T^(=T^^: 62%). 

lH-NMR(CDCl3) 6 : 12.67(s. IH). 9.29(s, IH). 8.83(s, IH). 8.73(s. IH). 8.41(d. 2H). 
8.01(d. 2H), 7.93(s. IH), 7.77(m, 2H), 7.53(d. 2H). 6.62(s. IH). 6.57(s, IH), 4,04(d. 
6H). 3.85(s, 6H). 3.72(s, 2H), 3.07(t, 2H), 2.86(m, 6H) 



> ^^Hl 4: ^^fi-8-7'1-^^4 

[2-(2-{4-[2K6. 7-^1^^^1-3,4-^1 *>ol = s-lH-<>l^^^^-2-"a)-<='flm]-J^l^}-2H-i^lH 
'a)-4.5-x:1i^^Al-3ll^]-o>p]£.oi 
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# ^^*H ^^1- 0.13 67%). 
> lH-NMR(CDCl3) 6 : 13.69(s. IH). 8.87(d. IH), 8.77(q, IH). 8.37(s. IH), 8.24(d, IH), 
8.06(d, IH), 8.00(d, 2H), 7.38(m, IH), 7.23(s. IH), 6.58(d, 2H), 4.03(d, 6H). 3.85(s, 
6H). 3.65(s, 2H), 2.95(m, 2H), 2.81(m, 6H) 



>^A16|1 5: t^ldb^^-^-l-^V^^-tl: [2-(2-{4-[2-(6,7-T^o|l^Al-3,4-c1*>o]=S--lH-<^ldi^-l-^ 

-2-^ )-«^ ^ }-2H-t|I Ba|-#-5-^ )-4 , 5-^ ^^^] ^ ]-o>t3l 
» ^^^^ tflAi l-o]:^^^^7l-4^^* 4-§-*>fe ^-k ;^l^^>alfe. ^^Hl 2S\- ^^tb 

«<^^* ^^*H 0.12 ^^i=i-(=^-^: 62%). 

^ 1H-NMR(CDC13) 6 : 12.76(s, IH), 9.76(d. IH), 8.91(s, IH). 8.73(d, IH), 8.37(d, 2H), 

8.05(s, IH), 8.00(m, IH), 7.93(d, IH), 7.86(m, 2H), 7.47(d, 2H), 6.70(d, 2H), 4.17(d, 

6H). 3.96(s, 6H), 3.80(s, 2H), 3.15(t, 2H), 2.94(m, 6H) 

>^^1'^1 6: flfell-4-^>4-€'i:l: 
[2-(2-{4-[2-(6,7-tqiijl^Al-3.4-tq-Sr|-ol=s-lH-ol>ii^^^-2-'^)-cfl^]-3ifl 
^)-4,5-^q^l4Al-3j|)^]-o>ul^o:| 

> ^^^^ tflAi 4-flfe^7l-4^^^r ^>-8-*>^ ;^1^^1-J1^. ^^]d\] 24 ^^t!: 
^ ^1i«H ^-^l- 0.11 g^ ^^ti|.(^#: 57%). 
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lH-NMR(CDCl3) 6 = 11.38(s. IH). 9.09(d, IH). 8.74(s, IH), 8.52(d, IH), 8.23(d, IH). 
7.89(s. IH), 7.79(m, 4H), 7.64(t, IH), 7.36(d, 2H), 6.62(s, IH), 6.55(s, IH). 4.08(s, 
3H). 4.01(s, 3H), 3.85(s, 6H), 3.67(s, 2H), 2.98(t, 2H), 2.82(m. 6H) 



5>^^1«^1 7: 4-t^l^^l-fl#€-2-7l-4'i<a: [2-(2-{4-[2-(6,7-t^^^^1-3,4-t^*1-o1-E.S.-1H-o14i^ 

^ ^-2-"^ )-<^l ^ ] ^ }-2H-Bll HHl-#-5- <a )-4 , 5-^ ^] "^1 ^ ] -'=>M ^1 2: 
3> ^^^^ 0.05 g rfl-e 4-Tii)^Al-2-^fe^^l-4^A> 0.06 A>-g-^]-^ >fl ^ jr ^ ^ 

^^Hl 2^- ^^«H 0.15 *a^4(*T^#: 76%). 

^ lH-NMR(CDCl3) 5 : 12.58(s. IH). 8.70(s, IH). 8.22(m, 3H), 8.04(d, IH). 7.90(s, IH). 

7.80(s, IH). 7.66(t. IH). 7.56(t. IH), 7.36(d. 2H), 6.58(d. 2H). 4.16(s. 3H). 4.04(d. 

6H), 3.85(s, 6H), 3.00(t, 2H), 2.84(in, 6H) 

^)-<='fl ^ }-2H-^lB2^-#-5-'a )-4. 5-t:] ^1^A]-3£|1 ^]-o].Til B.Si\ 

^^•Sl'^ 0.14 g* ^Si^K^^: 73%). 

lH-NMR(CDCl3) 5 : 12.45(s. IH), 9.75(s. IH). 8.65(s. IH). 8.14(m. 4H), 7.79(in, 3H), 
7.37(d. 2H), 6.54(d. 2H). 4.00(d. 2H). 3.81(s, 6H). 3.64(s. 2H). 2.98(t. 2H). 2.79(m. 
6H) 



66-26 



XJ20( 



#^ '^A- 2004/9/21 
0030069582 ^ r 

9: ^^^-2-9}^^'^ 

^ )-4, ^1 ^^1-^1^ 

^^^^ 0.05 g tfl^tl 5i|s^\4><!: 0.04 AV-g-^^ ;^ll5q«V:iL^. ^^l'=^l 2^ 
^ ^19^><=i ^^1: 0.13 73%). 

1H-NMR(CDC13) 6 : 12.55(s. IH). 8.77(s. IH). 8.73(d, IH). 8.35(m. 3H), 7.94(t. 2H). 
7.50(m. 3H). 6.58(d. 2H), 4.03(d. 6H). 3.85(d. 6H). 3.69(s.2H). 3.05(t. 2H). 2.84(m. 6H) 



> 10: 

li-[2-i2H4-[2-i6J-^^]^^]-SA-^^\<=>]^^-^-''^^^^ 
-5-"^ )-4, 5-cl ofl^A] 3L^<^}r'] 

^T^^AV 0.05 g tfl^ ^A3.^^^ 0.04 g^ a>^^^ ;^liq*>Jl^. ^aH] 2^ ^"S 

^ ^1^^ 0.12 g^ 67%). 

> 1H-NMR(CX13) 6 : 11.77(s. IH). 9.54(s. IH). 8.92(d. IH). 8.78(s. IH). 8.55(d, IH), 
8.20(d. 2H). 7.93(s, IH). 7.60(m. 3H). 6.69(d. 2H). 4.14(d. 6H). 3.96(d. 6H). 3.79(s, 
2H). 3.14(t. 2H), 2.95(in. 6H) 

7> 11: 

N-[2-(2-{4-[2-(6.7-t:l^^Al-3.4-T:l^<5lS.S.-lH-ol^^^^-2-^)-'^^]-^^}-2H-i^HH^^ 
-5-^)-4,5-^^^^l-^^]-<^l4xi^s€oH:^^ ^12: 
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^•^^■^ 4^^*>^ ^-^l- 0.12 g* 67%). 

^ lH-NMR(CDCl3) 6 : 11.73(s. IH), 8.86(in. 2H). 8.67(s, IH), 8.10(d, 2H), 8.00(d, 2H), 
7.83(s, IH). 7.49(d. 2H). 6.58(d. 2H). 4.00(d, 6H). 3.85(s. 6H). 3.68(s, 2H). 3.03(t. 
2H). 2.85(in, 6H) 

>€'»«H 12: 

}-2H-Bll H2l-^-5-^ )-4 , 5-1^ ^1 ^A] ^ ]-6>Pl ^ 

^"^^^ 0.05 g ti\^ 2-s\E\-^9}^>^^ 0.04 g^ A>^«^>fe ^x\d^ 2 

^ U-^^ '^^I^^H 0.14 g^ ^^^-C^^^: 78%). 

^ 1H-NMR(CDC13) 6 : 12.47(s. IH), 9.56(d, IH), 8.83(d, IH), 8.73(s. IH). 8.70(m. IH), 
8.30(d, 2H). 7.93(s, IH), 7.52(d. 2H), 6.59(d, 2H). 4.05(d. 6H). 3.86(d, 6H), 3.70(2H), 
3.06(t, 2H), 2.85(in. 6H) 

> 13: 

N-[2-(2-{4-[2-(6 . 7-tq t^^^I-s , 4-r] ^o] S.S.-IH-0I ^€-2-'^ )-«H1 ^ }-2H-BflHsf # 

-5-^)-4.5-c^^^^Al-=ll^]-^fflS6>Plc^ 

^^1- 0.15 g^ ^^t:K4^^: 84%). 
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• 1H-NMR(CDC13) 5 : 11.39(s. IH). 8.68(s. IH). 8.15(d, 2H), 8.08(d. 2H). 7.78(s, IH), 
7.53(in. 3H), 7.42(d. 2H), 6.59(s. IH). 6.52(s. IH), 3.98(d. 6H). 3.82(s. 6H). 3.66(s. 
2H), 2.98(t. 2H), 2.83(m. 6H) 

>^^]^] 14: i4H^€-2-n4^'y: [2-(2-{4-[2-(6,7-tqiill^Al-3,4-i:1«>olSS.-lH-ol4i^*^-2- 
«a )-«=>fl ^ }-2H-BllB.e|-*-5-'a )-4, 5-t] ^1 2: 

> ¥1^^^ 0.05 g tfl-tl 2-M-HS.^^ 0.06 A>-g-^>fe ;i|l5q^>JL^, 25^- ^ 
13-^^ ^*S«H ^"^^ 0.15 g^ ^^^(^^: 77%). 

> 1H-NMR(CDC13) 6 : 11.65(s. IH), 8.79(s. IH), 8.69(s. IH), 8.23(d, IH), 8.11(d, 2H), 
7.97(m, 3H), 7.60(m. 2H), 7.44(m, 3H), 6.62(s. IH), 6.56(s. IH), 4.08(s, 3H). 4.03(s, 
3H), 3.86(s. 6H), 3.69(s, 2H), 3.03(t, 2H). 2.85(m, 6H) 



> ^>^H1 15: 

N-[2-(2-{4-[2-(6.7-t:1^^^1-3,4-c1^>ol^s-m-oli^^^-2-'^a)-«^im]-4^}-2H-BllHe1^^ 
-5-^ )-4 , 5-1=1 ^1 ^^1 -3^1 ^ ] -2-l-^^^-^Sc5>T3l 

^ ^«g§Vo^ s.^ 0.12 "SSii^C^-i:- 66%). 

i> lH-NMR(CDCl3) 6 : 11.23(s, IH), 8.58(s. IH), 8.08(m, 3H), 7.84(s, IH), 7.52(m, IH), 
7.44(d, 2H). 7.32(t, IH), 7.23(m, IH), 6.62(s, IH), 6.55(s, IH), 4.03(d, 6H). 3.85(s, 
6H), 3.67(s, 2H), 3.01(t, 2H), 2.85(in, 6H) 
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%^ ^;^>: 2004/9/21 



2> ^Al<^l 16: 

N-[2-(2-{4- [2-(6 , -3 , A-t] ^o] ^S.-m-o] ^^-2-^ )-«^ € ] ^ }-2H-^ 
-5-^ )-4 , 5-^:1 ^ ^''-l -sll ^ ] -3-l-^^S.-^2.o>u] B.^ 

* ^^^H ^^1- 0.02 -SSitzfC^^: 11%). 

iR-NMRCCDCls) 5 : 11.57(s, IH), 8.76(s, IH), 8.17(d. 2H), 8.03(d. IH), 7.94(d, 2H), 
7.58(m. 3H). 7.37(in. IH), 6.69(s, IH), 6.62(s, IH), 4.15(d, 6H), 3.92(s, 6H), 3.75(s. 
2H), 3.10(t, 2H), 2.91(m, 6H) 

5> 17: 

N- [2-(2-{4- [2-(6 , 7-icl v\]^X\ -3 , 4-t:^ ^^>1 = S-lH-ol ^fl *€-2-'a )-'^l ^ ] -^ll ^ }-2H-Bll He|-# 
-S-'g )-4 , 5-^ ^1 ^ A] -all ^ ] -4-#^^S.-^2:ci>nl ^ 2: 

^ ^19^<^ ^^ 0.13 70%). 

iR-NMRCCDCls) 6 : 11.41(s, IH), 8.60(s, IH), 8.12(m. 2H), 8.06(d, 2H), 7.76(s, IH), 
7.48(d. 2H), 7.19(t, 2H), 6.59(s, IH), 6.51(s, IH), 3.98(d, 6H), 3.82(s, 6H). 3.68(s, 
2H), 3.03(t, 2H), 2.84(m, 6H) 
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8> ^^'Hl 18: 

N-[2-(2-{4-[2-(6.7-t:1^^^1-3,4-tl€:>ol:£^-lH-o]^^^^-2-<^)-oll^]-3J|l^}-2H-BllH^^ 
-5-"g)-4.5-Tqpll^Al-3^^]-3,4-r11-^^S.-^S6H£.fi1 

9> ^^^-a- 0.05 g tflXl 3,4-T^l-^^S.^2:^ 0.06 '^V-g-^Vfe ^^H^^l^al^. 

25q- ^^tt ==rl9^H ^^1- 0.12 g* 63%). 

o> iH-NMRCCDCls) 6 : 11.53(s. IH), 8.65(s. IH), 8.10(d. 2H), 7.98(m. IH). 7.90(m. IH), 

7.84(s, IH), 7.49(d, 2H). 7.35(d, IH), 6.62(s, IH), 6.55(s. IH), 4.03(d, 6H), 3.85(s, 

6H). 3.68(s, 2H), 3.04(t, 2H), 2.85(m, 6H) 

i>^Al<^l 19: H^^5a-3-^>^€<+ 

[2-(2-{4-[2-(6 ,7-t^ n^^]-3 , A-^ «><^1 JE-^-lH-^l ±^ ^^-2-*^ )-«^ ^ }-2H-^ 

^ 0.10 ^^^-(^^: 55%). 

3> lH-NMR(CDCl3) 6 : 11.43(s, IH), 8.63(s, IH). 8.21(d, IH). 8.08(d, 2H), 7.76(s, IH), 
7.74(s, IH), 7.48(d, 2H), 7.38(m, IH), 6.61(s. IH). 6.54(s, IH), 3.99(d. 6H), 3.83(s. 
6H), 3.67(s. 2H), 3.02(t, 2H), 2.83(m, 6H) 

4>^aH 20: ^^-3-^4^-^: [2-(2-{4-[2-(6,7-tqTi|l-^Al-3.4-c1*>o] cs.-lH-<^ldfci^*?l-2-^)- 
^ ] ^ }-2H-^l HBl-*-5-^ )-4 . 5-^ ^ ^^1 -n ^ ]-<^>T^l ^1 ^ 
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1820030069582 "S^^V: 2004/9/21 

5> ^l^^-iV 0.05 g tfl^ S-^S.-iV 0.04 g-8- A>-g.sV^ ;*ll^^l-alfe. -a^Hl 25^- ^^t!: 

^^*H ^tl- 0.11 "^^^-(4^^: 62%). 
3> 1H-NMR(CDC13) 6 : 11.32(s, IH), 8.64(s, IH), 8.22(s, IH), 8.11(d, 2H). 7.78(s, IH), 

7.51(m. 3H). 7.03(d. IH). 6.62(s. IH). 6.55(s, IH), 4.01(d, 6H), 3.85(s. 6H). 3.68(s, 

2H). 3.04(t. 2H). 2.85(m, 6H) 

7>^Alc^l 21: 4-^ih-4H-3.S.^-2-7>4'i'a: [2-(2-{4-[2-(6,7-i^^l^^1-3.4-cl^>ols.S-lH-oldi 
¥l^^-2-^)-<^m]-3ll^}-2H-Bllmel-^-5-«i)-4,5-tqT.fl^Al-3Ell^]-6>Ti] = o^ 

8> ^^^-iVO.OSgtfl^ a.S.-S-2-7l-4^'«+ 0.07 g* A>-S-«>fe ^* ;^1^*>^^. 2 

^ ^'U^ 'S-^^ 0.16 ^^^-C^^: 80%). 

9> 1H-NMR(CDC13) 6 : 12.63(s. IH). 8.76(s. IH). 8.37(d. IH). 8.27(d, 2H). 7.91(in. 3H). 

7.60(m. 3H), 7.39(s. IH). 6.70(d, 2H). 4.13(d, 6H), 3.98(s. 6H). 3.81(s. 2H), 3.16(t, 

2H). 2.97(m. 6H) 

i> ^^^^0.05gtfl^ 6-^^l€3^^-2-?]-^^^ 0.08 '««>-g-*>fe >^ll5q^l-JLfe, ^ 

^]<^] 2^ ^«at!r «c}-^* ^13*H ^-^l- 0.16 g^ 79%). 
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■2> lH-NMR(CDCl3) 6 : 12.49(s. IH), 8.62(s, IH). 8.14(d, 2H), 8.02(s, IH). 7.78(s. IH), 
7.69(d, IH), 7.57(d. IH), 7.47(d, 2H), 6.58(d, 2H), 4.02(d, 6H), 3.85(d, 6H), 3.68(s, 
2H). 3.04(t. 2H), 2.82(m, 6H). 2.49(s, 3H) 



3>^A]o^l 23: 5-^1^^1-4-^:i-4H-aS.^-2-7l-^'i>tl: 

[2-(2-{4-[2-(6 , 7-^ Bfl ^■X\ -3 , A-'c] *>o] j^S-lH-^l ^^-2-^ )-<Hl ^ ^ }-2E-n^^^-5- 

<a)-4.5-t:1^^A]-3j)^]-o>Tils.^ 
4> -i^lo^l 12] ^;^] 4)<^lA-l 2-(2-4-[2-(6, 7-clTil|s.Al-3, 4-1:1*1-01 = s-lH-ol^^^^ 

-2-«a)-o)m]-2|l^-2H-Ellm2l-*-5-^)-4.5-t:l^l^Al-5jl^c,l.ni q.S g ^ 5-tiil^Ala.s.^-2-7>4 

0.19 ^Alc^l 25!l- ^-^ ^^^^S. ^^1- 0.23 gl- 55%). 

5> lH-NMR(CDCl3) 6 : 12.39(s, IH). 8.62(s, IH). 8.15(d, 2H), 7.78(s, IH). 7.64(t, IH), 
7.48(d. 2H), 7.36(d. IH), 7.15(s, IH). 6.84(d, IH), 6.63(s, IH). 6.56(s. IH). 4.02(in. 
9H), 3.85(s. 6H), 3.76(s, 2H), 3.09(ra, 2H). 2.91(m, 6H) 



6> 24: 6-l-^^S.-4-4:5^-4H-3S.^-2-^>4^'a: [2-(2-{4-[2-(6.7-Tclnfl^Al-3,4-T=l«l-ol = 

S.-1H-01 ^^-2-"^ )-^ €3-^1 ^ }-2H-^l Hel-^-5-^ )-4 . 5-t:^ i^^^^l -^fl ^ ]-<i>nl = o:| ;(|l2: 
7> ^AHl ^;^] 4)o|]Al :^]^^ 

2-(2-4-[2-(6 . 7-x:l ^ -3 .4-^1 *>ol S.S.-IH-01 ^€-2-«g )-<>fl € ] 'd-2E-^ )- 
4.5-rl^fl-^Al-3^1^o>i=l 0.3 g ^ 6-l-^^S.aS.^-2-7'>4^>a: 0.16 g^ ^^]<^ 2Si\- 
-^S. ^-§-^1?! 0.27 g* ^^4(^-i:: 66%). 
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> lH-NMR(CDCl3) 5 : 12.60 (s, IH). 8.66(s, IH). 8.17(d, 2H). 7.92(dd, IH), 7.87(dd. IH), 
7.82(s, IH), 7.56(01, 3H), 7.29(s. IH). 6.65(s, IH), 6.58(s. IH). 4.06(d, 6H). 3.88(s. 
6H). 3.72(s. 2H). 3.08(ni, 2H). 2.88(m, 6H) 

> -iAH 25: 6-«.S.J£-4-^^-4H-aS.^-2-7>4'M'yr 
[2-(2-{4-[2-(6.7-tilPll^Al-3.4-rl*V<^l:E.^-lH-<^l^^^^-2-'a)-«^l€]-5^1^}-2H-EllSe1-^ 

^)-4,5-clT3fl^Al-s|l^]-ciH = o^ 

)> 1^ 4)^-^-1 y^]^^ 2-(2-4-[2-(6. 7-1:1^^^1-3, 4-Tcl*>olcs-lH-ol^fl^^ 

-2-^)-<^m]-5^^-2H-^HBl-#-5-^)-4,5-i=l^l^^l-3«l|^'^l-^ 0.25 g ^ 6-^^.3.3.^.^-2-9} 

0.20 2^ ^-g-AlT^ s.^ ^-^^ 0.22 g* 

60%). 

i> lH-NMR(CXl3) 6 : 12.55(s. IH), 8.59(s, IH), 8.35(s, IH), 8.12(d, 2H), 7.86(d, IH), 
7.75(s. IH), 7.67(d, IH). 7.48(d, 2H), 7.26(s, IH). 6.62(s, IH), 6.56(s, IH). 4.01(s, 
6H), 3.85(s. 6H). 3.70(s, 2H), 3.07(m. 2H). 2.86(in, 6H) 

2>^Aldil 26: Al^^-4-?V4-^'a: 

[2-(2-{4-[2-(6 , 7-1=1 1^1 -^^1 -3 . 4-^:1 ^<^] S.-1H-«:>1 ^^-2- )-<^l € ^ }-2H-Bll H2l-#-5- 
^)-4,5-^^l^^l-5im]-<^M:^^ ^l3i 
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^X\c^] m 4)o11^i 2-(2-4-[2-(6.7-i^^1^^1-3.4-x:1*VolS.S.-lH-«^ldi^^^ 
-2-«a)-<^^]-4^-2H-i^lHei-*-5-"^)-4.5-t:1i^^^l-5ll^<^>^ 0.30 g ^ a1^^-4-^>^^^ 
0.13 -M^^Hl 25q- ^^^1?^ ^^1- 0.16 ^Sii=l-(^#: 41%). 

^ 1H-NMR(CX13) 6 : 11.64(s. IH). 9.79(s. IH). 8.73(s. IH). 8.67(dd. 2H). 7.95(m. 5H), 
7.44(d. 2H). 6.65(s. IH). 6.58(s. IH), 4.13(s. 3H). 4.07(s. 3H), 3.88(s. 6H), 3.70(s. 
2H), 3.02(m. 2H). 2.86(m. 6H) 

>>gAH 27: 4-^4i-4H-3S-^-3-7>4^^ [2-(2-{4-[2-(6.7-t:1tifls.Al-3.4-i:1«T-olS.S.-lH-<^lai 

^ ^^_2-^ )-«^ m ] -5^ ^ >-2H-^ m2l-^-5-^ )-4 . 5-1=1 ^1 ^^1 -^1 ^ ] H.^ 
> ^l^^-iV 0.05 g tJi^-H 3.S.^-3-9}^^^ 0.06 g^ >^>^*V^ ^^Hl 2 

^ ^^tb «<3-^* ^«S*H 51-^^ 0.08 g^ -^^^C^^: 40%). 

1H-NMR(CX13) 6 : 12.15(s. IH). 9.04(s. IH). 8.89(d. IH). 8.50(d. 2H), 7.60(m. 3H). 

7.49(m. 3H), 7.04(s. IH). 6.55(s. IH), 6.54(s, IH). 4.04(d. 6H). 3.84(s, 6H). 3.67(s. 

2H). 3.03(m. 2H). 2.84(m. 6H) 



3> -M^H 28: ^^^-3-^l-4^>J+ 

[2-(2-{4-[2-(6.7-t:1i^^Al-3,4-t:i*V<^1-^S.-m-<>l^¥|^^-2-^)-«^m]-5il^}-2H-til 

^)-4,5-t:1#^.2-S.-3j|l^]-o].T:lS-Sl 
9> 1) 4.5-^l-^.2.S.-2-v:iHS.-p-*^'ffl^^«-1:^«1-^^ ^12: 
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3> p-l-^^'i^«^lS.e1-;^>olH. 17.7 100 rsA<^ ^. 4,5-^11-^^5.-2-^^5. 

17.7 <^m*«^l ^91 -g-^^ ^7>sr>ai, 80 °C<^1>H 30^ in^t!: 

MS. >ql:^t!: ^ ^"3- ^^ ^^1- 31.6 g^ 94%). 

i> lH-NMR(CDCl3) 5 : 11.78(s. IH), 8.66(s, IH), 7.81(d. 2H). 7.64(s, IH). 7.45(d. 2H). 
7.17(s. IH), 2.54(s, 3H) 



2> ^7^] 2) 2-(2-{4-[5-(4.5-T:1^^^S-2-MHS.-3ffl^)-B|lHe1-#-2-'a]-5|]^}-«^€)-6,7-rlT>ils. 

Al -1 , 2 , 3 , 4-^1 HBl-isl-o] = s-o] ^¥1 ^ 
3> ^aHI ISI l)o)lA-1 

4-[2-(6,7-c1^^Al-3,4-t:1«>6l:^S.-lH-ol4i¥|*€-2-«a)-<^€]-^^<^>^ 28.9 g^ 50% «^^-& 
^-g-^-^ 100 ^^T^. «^H^i. ^-§- -6-^^ 0 t^S. ^ 35% -g-^ 25 m£ 

^ :^ii|^q-oiH^lolH 6.6 g^ ^7V^>ji -15 ^^1 1)<^1 

^llStb 4.5-c1#^^S-2-v)m5.-p-l-^<a^i^«l^e1-^ 31.6 g^ s^Bl^ 500 mi<^ ^r9l 
-g.6^-i- ^7>«>5ii=1-. -g-^^ 20>«.1:?1- m^t!: IN ^-g-^.^5. >Hl^«l-ul 

^tl- 28 g* 60%). 
lH-NMR(CDCl3) 5: 8.10(d, 2H), 7.67(s. IH). 7.48(d, 2H), 7.42(s, IH), 6.61(d, 2H), 
3.98(s. 6H). 3.77(s, 2H), 3.00(m, 2H), 2.85(m, 6H) 
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> 3) 2-(2-4-[2-(6.7-i=1^m^l-3.4-xq*>ol:£S-lH-<^l4i^fefi-2-^)-'=^l€]-5ll^-2H-BllHe1- 

^-5-'a)-4,5-^l-^-2.S.-3Jll^<^>^^ 

> ^.^1 2)*^^ 2-(2-4-[5-(4.5-t:1#^^S.-2-v|HS.-5i]^)-i^lH5l-^-2-^]-i|l^-oll 

m)-6.7-^^^^l-1.2.3.4-^lHBl-*l-<i1:E.S.-ol4i¥|^^ 28 <^m-i: 360 mi ^ 
360 ^. Pd/C 8.4 g-i- ^7}^}3L l7]o^ tii\7]^]M 18>>m ^^x> 

^^}o^ ^^ 22 g-i: ^^^VSa^^C^"^: 84%). 

^ 1H-NMR(CDC13) 1C: 8.24(d. 2H). 7.88(s. IH), 7.61(d. 2H), 6.75(d, 2H). 6.49(s. IH). 
4.79(bs. 2H), 3.99Cd. 6H). 3.81(m,2H), 3.54(in. 8H) 

8> 4) ^^^-3-?V^'a'5i [2-(2-{4-[2-(6,7-c1tiJ|^Al-3,4-i:1«V<='l^S.-lH-ol4ifl^^-2-<a)- 
€ ] -5^ ^ >-2H-Bfl Hs|-#-5-«a )-4 , 5-t:] ^^^^-^ ^ ] -<^Vt^1 ^1 2: 

9> 3)<^lAi ^IStV 2-(2-4-[2-(6.7-^i^l^^l-3.4-t^^V<^l^^-lH-<^l^^^^-2-^a)-'^m 

]-3Jll^-2H-BflS2l-^-5-'a)-4,5-t:1#-f-iLS.-3^^«i>^ 1.0 g^ ^#^5.^11^ 15 m£<^ ^. 
-i^H 1^ ^^1 5)«>fl>^i ^laS:^ ^^^-3-^m^ «e1-<='lS. 0.47 g ^ HS^ofl€<^V^ 0.4 
7>*V^ >i^<^l^-1 20^m ia^^l^^. ^■§-*='l ^^^^ -i-'^^-i- 100 mAS 

^ <^1» €^ asi^>MSfl5r|s. ^;^m<^ 0.8 g^ ^^^V^tq-C^^: 

61%). 
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1H-NMR(CDC13) t;: 11.84(s. IH). 9.70(s. IH), 8.97(s. IH), 8.81(s. IH). 8.22(d. IH). 
8.19(d. IH). 7.97(d, IH). 7.89(t. 2H). 7.68(m. IH). 7.48(d. 2H). 6.61(d. 2H). 4.01(d. 
6H). 3.68(s. 2H), 3.08(m. 2H), 2.85(m. 6H) 



29: f|^^-3-^l-4^'ii 

[2-(2-{4-[2-(6.7-clPlls.Al-3.4-ii|*V«^1S.S.-lH-«='iai^^^-2-^a)-<=^m^4^]-^^}-2H-^ 

^_5_.^)_4,5-ti|Dl)S.Al-5^^]-6>T3lSSl 

> 1) l-(2-«S.2.-«^m^4^)-4-i^HS.-^^^ 

1.2-t:lwS.2.<^m 6.94 mC# e>V>^mv|Hm 100 rsA^] ^tl ^ ^^^f" 11.2 g ^ 4-MH 
5.0 g# 7V*>ul 80 'C<^^^ IS^m ^<?V iiL^*}^!:^. ^-§-ol ^^5)^ -§-^ 
^ 300 mi ^ 300 mes- ^l^"?!: ^ -R-^lf^^ %^t.>zii^1# o.^. ^2:^1^151 ^^0" 

s.^ 6.9 4^^*>$l^-(^^: 82%). 

1H-NMR(CDC13) 5: 7.60(s. 2H), 7.42(s. 2H). 2.92(in. 4H) 

■^^y^] 2) 442-(6.7-t:1t,fl^Al-3.4-r1*HS.S.-lH-ol^^^^-2-<g)-«^l€^^^]-^m<='>-a^ ^1 

3> l)<^l^i y^]2i^ l-(2-ti.S.2.-ofl^^4^)-4-i^BS.-^^ 6.9 g. 6.7-1^^11^^1 

-1.2.3,4-B|lmel-«>o1^S.ol^41^^ ^ 6.1 g ^ ^^^^ 7.7 g^ cV>^S.i^H€ 80 ml<^ 
^ 80 X:*>fl^i U^l:?!: iii^*>^cl-. ^-g-o] ^^t^^ ^-§- -S"^^ 250 ml ^ 
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^^1- 300 mis. m^}^ ^=|-7lf^^ %>«+p>^i^l#o.s. :d2:Am ^ ^ ^^^^^^^ 

6j-Ti|pfl^Al-2-[2-(4-Mm^-3^ll^^4^)-«^l^]-1.2.3,4-B|lHB^-*M^S.-ol^^ 5.3 
^^t:^. <=>H^-1 , 6,7-tqT^l^Al-2-[2-(4-^^BS.-3iil^'i5^^)-«^^]-1.2,3,4-^H5l-«1-ol =S-ol 
rd^flfe^ 5.3 g, € 3.4 g ^ 6.74 mft» 35 in«<^ "irtl ^ 17l«?}- tfl7Hl 

A-i 20^m ^'^l 51*^>5|i=V. ^-§-<='l ^^^^ -B-^* €51-<='1H 4:£<^1 pim 
^S- >^-fl^^ ^ -§-^B» ^'a- f^^-SV-^^ 3.0 g* ^^^>^^(^^: 33%). 

^ iR-NMRCCXls) 6: 7.58(s, 2H), 7.32(s, 2H). 6.61(s. IH). 6.55(s, IH). 4.01(s. 6H). 
3.84(d, 6H), 3.68(s. 2H), 3.26(m, 2H), 2.83(m, 6H) 

3> 3) 2-(2-{4-[5-(4.5-Til^^Al-2-i^SS-3£il^)-BflHel-#-2-'a]-sim^4^Ml€)-6.7-t:1 

9> ^/^l 2)<^^^ ^12:^ 4-[2-(6.7-i:l^^>««l-3.4-t:1«V^lS.S.-lH-<^l:5ifl^^-2-^)-<^m^s|- 
^]-5|l^o>ui 0.8 g^ 50% ^-8-^ 4 M-^l ^-i- 0 x:s. 

35% <gAV 0.6 me ^ ^^-§-M-«^lBi^<^lH 0.16 g^ ^7}^JL -g-^^l ^S.* 
-15 ^. -^^H 1^ ^^1 2)<^l>^i ^12:^ 4.5-tqi^^Al-2--u|BS.-p-«^<a^^-Sl:^2l- 

^ 0.9 g* silBl^i 14 jal6\] ^oi ^6n^ a^a-I^^I ^7}^^t]., o] ^6n^ 20^1^ ■^'il: ^^tb 

^^§>J1 €^ 3S.T=>S.ZLBfl2)S. ^^m<^ 0.7 g-a- ^^*>^4(^#: 52%). 

o lH-NMR(CDCl3) 5: 8.08(d. 2H), 7.58(s, IH), 7.50(d, 2H). 7.32(s. IH). 6.60(s. IH), 
6.53(s. IH). 4.04(s, 6H), 3.85(d. 6H). 3.66(s, 2H). 3.25(ra. 2H), 2.85(m. 6H) 
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^^1 4) 

2-(2-{4- [2-(6 , 7-1=1 ^ -3 . 4-^^ ^o] = S-lH-^l ^fl ^^-2-^ ) -<i ^^5^^ ] -3^11 ^ }-2E-n HBl- 
l^-5-<a)-4.5-^^^^l-3^^<^m^ 

3) <^l^i :^lStb 2-(2-{4-[5-(4.5-t:lT^l^Al-2--qHS-5|l^)-^]B2l-l^-2-'a]-5|1^^4 
^}_cfl^)-6,7-clPlls.Al-i,2,3.4-Bfl:=5l-§H = S.-ol:di^^^ 0.2 g. € 0.1 g ^ 0.15 

^^1- 0.15 g* ^^*>^cf(^-i:: 79%). 

1H-NMR(CDC13) 6: 8.14(d, 2H), 7.74(s, IH). 7.56(d, 2H). 6.65(s. IH). 6.56(s, IH), 
6.40(s, IH), 3.96(d, 6H). 3.88(s. 6H), 3.69(s, 2H). 3.30(m. 2H). 2.88(m, 6H) 

5) ^l^fl-S-^V^-i^ [2-(2-{4-[2-(6, 7-1=11^1^^1-3. 4-t:1^><^l:E.S.-lH-<^ldfc:^fefl-2-<a)- 
ofl m^s)-^ ^ }-2H-^Hel-#-5-^ )-4. 5-^=1 tifls-Al-jfll id]-<^M :e.^ 

4) ol|>H ^2:^ 2-(2-{4-[2-(6,7-i=l^-^Al-3.4-T=l«>olc^-lH-olii^^^^-2-^)-«ifl 
€^5^^]-5ll^}-2H-^lHBl-*-5-"S)-4,5-T=lPll^Al-5|l^<^>^ 0.15 g4 3-ol4i¥]^fi7'V^€^ -^1 
:^Bll<ilH 0.06 g^ ^^Hl 2^1- iJ-^-^S. ^-§-^1?! 0.10 g^: ^^*l-^T=l-(^-i:: 
52%). 
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> iR-NMRCCDCls) 6: 11.84(s. IH), 9.70(d, IH), 8.96((i, IH). 8.75(s, IH). 8.24(d, IH), 
8.12(d. 2H). 8.01(d, IH), 7.88(in. 2H), 7.70(t, IH). 7.51(d. 2H). 6.64(s. IH). 6.56(s. 
IH). 4.08(d. 3H). 4.04(d. 3H). 3.86(s, 6H), 3.69(s. 2H). 3.29(m. 2H). 2.88(m, 6H) 

> -a^Hl 30: 41^^-3-7>s4^'a- 2-[2-i6.7-t]^^X\-3,4-r:]^'^]^S.-m-o]±^^^-2-^ 

^1 € )-2H-Bil He)-#-5-^ ] -4 . 5-^ ^] "d-^M . 

> 1) 2-(2-ti^2.-oim)-6.7-t:1^1^^1-1.2.3.4-B]lHSl-*>'^lS.S-ol^^^^Sl 

t> 6.7-clT^l^Al-i.2.3,4-^me1-*><5lS.S.ol^^^^ 9^^<^ 1 N.N-tlPll^i^oVplJE. 15 

mi<^ ^. 1.3-cly.S.2.<^l^ 1.05 g. 1.80 g ^ .a..2.S.^^f- 0.6 g^ ^7>«>JL 

100 x:^]^^ e^]:^ ^91 ^^^m^. ^-i-*=>l ^^^^ ^-§- -8-^* 250 ms. 

60%). 

> lH-NMR(CDCl3) : 6.52(d. 2H). 3.85(s, 6H). 3.59(s. 2H). 2.93-2.81(m, 4H). 2.77-2.68(in, 
2H). 2.64-2.56(in. 2H) 

2) 5-(4.5-Ti|T^^^l-2-MHS.-3^^)-2H-^lmBl^Sl 
2> 4. 5-1^1 i^^^l -2-1-1 2.33 g* 1-^^ 15 mC<^l ^ i=1-^€€ ^^><^1:e. 

0.28 g ^ <^>^l:S.» ^7>-6l-JL 100 X:^^ 16^]^ ^91 ^ 

^ JL^l ^^1- 2.0 g^ ^^«>^T^(^#: 71%). 
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3> iR-NMRCCDsOD) : 7.90(s. IH), 7.30(s, lH).4.04(s. 3H), 3.99(s, 3H) 

*> 3) 2-[2-(6, 7-1:1 Tiil^Al -3, 4-1:1 3-><='l^^-lH-<5lif|-i-^-2-^ 
^ )-2H-Bfl He^-^-S-"^ ] -4 , 5-^ H ^ <^>^ ^ 

5> • 2)<^^ y^Si% 5-U.5-t\^^^^]-2-^B.S.-n'd)-2R-n^^ 0.25 c1#Mp|I 

^ 10 ml«^l ^, ^^1 D^l'H ^l^tb 2-(2-w.M-<Hl€)-6.7-^Hl^^l-1.2,3.4-B)lB.e1-*]-<il 
c^-o]:^^^^^ 0.30 g ^ He|<^im<^]-^ 0.17 ml^ le^m ^"^i ^^^1^T=1-. ^-§-*='l ^ 
^=1^ ^-1- -0-^^ <^^<5HlBflolH 250 mes. ^#*>al 250 roeS. ^^l^tb i^^. -fr7lf^ 

::z.efl5£|s. MHS 0.1 g* ^^^'^^^ ^-l-^Stjfl^ 30 M ^ 

30 M<^1 ^. Pd/C 0.10 g^ :^7>«l-al tfl7l *H>H 18>^m 

t!: ^ -S-^m ^-a- 0.40 g* ^^^>5l^(^#: 91%). 

6> iH-NMRCCDsOD) : 7.37(s. IH). 6.59(s. lH),6.52(s. IH). 6.47(s, IH), 4.00(s, 2H), 3.80(s. 
3H), 3.79(s, 3H). 3.77(s, 3H). 3.76(s, 3H). 2.80-2.70(m, 2H). 2.65-3. Km, 6H) 

=7> 4) ¥l^^-3-ns^^A> 2-[2-(6.7-iclpfl^Al-3,4-c]*>ol£.s.-lH-ol4ifl^^-2-^ 



66-42 



10030069582 



#^ '^:^}: 2004/9/21 



8> 3)<^l^i 2-[2-(6.7-t:1^1^Al-3,4-i^^>o]c^-lH-ol:i:f]^^-2-«^ ofl^)-2H- 

^l:S5l-#-5-^]-4,5-t^i=fl^Al-3f(|^6l-^ 0.40 g ^ ^Vs^^-a: 0.22 2^ 

^-B: U-'g-^S «>-§-A]7!^ ^^ ^1-1- 0.30 g4- ^^*V^^(^^: 56%). 

^ lH-NMR(CDCl3) : 9.30(s. IH), 8.80(s, IH). 8.20(m. IH), 8.15(d, IH), 7.90(t. 2H). 7.80(t, 
IH), 7.53(s. IH), 6.60(s, IH), 6.55(s, IH). 4.01(s. 2H), 3.80(s, 6H). 3.70(s, 6H). 
3.7-3.5(in. 8H) 

)> ^Alcxil 31: 

N-[2-(2-{4-[2-(6 , 7-^ v\] -3 . A-'c] -s^o] ^.^-ih-o] fe^-2-^ )-«^l ^ ^ }-2H-tfl 
-5-^ )-4,5-i^ i^^'«^l-3JlI^]-3-sll^-6>am<^M:E.5^ 

-2-<u)-^M]-^M-2E-^m^^-5-'^)-4.5-^^^^]-n'd<>M 0.15 g4 0.05 g 

^ 2i4 ^•%-^]^ ^^ 0.11 g^ *r^*l-ST^(^#: 59%). 

lH-NMR(CDCl3) 5 : 11.07(s, IH), 8.82(s, IH), 8.10(m, 4H), 7.83(s, IH), 7.79(s, IH), 
7.58(s, IH), 7.50(s, IH). 7.41(s, IH), 7.31(d. IH). 6.71(s. IH). 6.68(s. IH), 6.62(s, 
IH), 6.55(s, IH), 3.98(d, 6H). 3.85(s, 6H), 3.69(s. 2H), 3.01(t. 2H), 2.83(m. 6H) 

> -iAl*^ 32: 

N-[2-(2-{4-[2-(6 . 7-T=] ^^a] -3 , 4-1=! ^1-<^1 :e.S-1H-o] ^^-2-^ )-<^ ^ ^ }-2H-^l B.^^ 
-5-"a)-4.5-i^t^^Al-5|l^]-3-^^^-3-^-o>3^6].nl:E.fi] ^jS 
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«> 3-¥1^^7'l-^4>,<y-e|l§lS. 80 g* el ^ 350 me«^l -§-«flAl^ :f , 85 g ^ stjaEllBl 

^ 6.50 g^ ^7l-§>al -§-^^ 100 TDS. ^^a^ 3a1:?> ^oy ]aL^X\^t\., ^-%-c>] 

^ ^-5- -g-^*^ 1000 me* 7}^jL ^^^s. -§-^^ pH 4. as. B^^- ^ i'*'!^ ^ 

91 mL^^]^^. o]<^^^, ^•a- <^3i)-^JL 1500 MS. 40 vfl 

^1 15^]^ -i-"^ B^^S) ^^1- 96 g^ ^^^>^T=1-(^#: 95%). 

6>lH-NMR (DMSO-de) : 9.23(s. IH), 8.67(s. IH). 8.04-7.98(m, 2H). 7.82-7.75(in. 2H), 7.64(t. 
IH), 6.85(d. IH) 

7> ^7^1 2) N-[2-(2-{4-[2-(6,7-T:1Pll^Al-3,4-x:l*l-ol:BS.-lH-ol^^fell-2-^)-o)l^]-3j|l^}-2H-B|l 

HBl-#-5-<a)-4,5-t:1^^Al-3^ll^]-3-^^?l-3-^-<i>Hm<^V^l^^ 
8> ^Al<m 1^ 4)611 

2-(2-4- [2-(6 . 7--C] v\] -3 , 4-1=1 ^l-o] j^s-lH-o] db^ *^-2-^ )-<:^l ^ ] -^1 ^-2H- ^1] ^2^-5-^)- 
4,5-cli3|)^Al-3^^o>oi 0.22 g^l- ^7] S-^^^-S-'^^-olSL^^ 0.10 g:g: 

^Alofl 2^ ^^tb ^^-^^ ^-§-^17^ ^■^ 0.18 g^ ^^*>5i^(^#: 61%). 

^ IH-NMR (CDCI3) : 9.09(s, IH). 8.22(s, IH), 7.89-7.84(in, 2H), 7.77-7.71(m. 3H), 

7.60-7.56(m. 3H), 7.26-7. 19(m, 3H), 6.81(m, 2H). 6.61(s, IH), 6.55(s, IH), 3.96(s, 6H). 
3.88(s, 6H), 3.68(s, 2H), 2.99-2. 77(m. 8H) 
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o>^aH1 33 : 4-44i-4H-3S.^-2-^>s4^A]:(2-{2-[4-(2-{[2-(3,4-cloll^A]-3fl^)-611^^ 
o}^] vc.}-f)l ^)-5ll^]-2H-^l:^e1-^-5-'a}-4.5-c1 ^)-<^M:^^ ^IS 

'^^y^] 1) 4-(2-{[2-(3.4-c1tifl^Al-5fl^)-oll^]-Tfl^-0>Til2^}-cfl^)-5fl^o}nlo^ 

2> 2-(4-qMsll^)«^^ 7.0 g ^ [2-(3,4-t:1t^^'«.l-5im)-«^m]-^€-<^>^ 5.94 g 

^ 70 mi^] -§-«!) Altl ^, 8.41 g ^ A^JB^ q-H-f- 4.56 g* 

^7}t\jL 100 VS. ^xl^Vi^A-l 6Al^ ^^^l^rV. «l:-§-ol ^^s)^ 

^ 100 m«l- 7>^ ^ -^l^ <iHli^<>l:E 200 mes. 3:^ -fr^lf^^ S^^^^^S. ^ 

ofl^ o>>tflB)lc,]E 50 nie» 7>^H ^fl^^«><^ 7.86 g^ n^^^V^. ^iHe^-^l 

= 5.^^ 200 me ^ T^^^ 200 Pd/C 0.50 g^ ^7}-^JL t^7] 

^M^S. ^ ^^fl* ^7] 6.52 g* ^^*1-^t^(^#: 
68%). 

1H-NMR(CDC13) 5 : 7.35(d, IH), 6.90(d, 2H), 6.67(d, 2H), 6.60(d. IH), 6.54(s, IH), 
3.90(s, 6H), 3.86(s, 6H), 2.95-2.71(m. 8H). 2.35(s, 3H) 



^ 2) 2-{2-[4-(2-{[2-(3,4-i^t.l]^Al-5|l^)-ofl^]-Ti]l^-o}.inli^}-6)l^)-5^1^]-2H-^lHHl-^-5- 
^}-4.5-c1iiil^Al-3^11^d>i?lo^ ^112: 

s> ^X\ci\] 1^ T^:^] 2)oflA-1 4,5-cl«B^^l-2-i-|H.S.-p-i-^^^S^«lS.2l-# 1.2 g^- 

^■^] m]^^ 4-(2-{[2-(3,4-t:]Till^A]-5i]^)-oll^]-i^]^-dVnlii}-<Hl^)-iJl^ 1 g^ 
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-^aH 1^1 3) ^ A)^ ^^t!: ^^^^S. ^-§-^17^^ -^^ ^^1- 0.98 
70%). 

" 1H-NMR(CX13) 6 : 7.70-7.66(m, IH), 7.62-7.52(m, 3H). 7.45-7. 20(in. 2H). 6.93(d. IH). 
6.70(s. IH). 6.55(s, IH), 3.98(s, 6H), 3.85(s. 6H). 2.93-2, 73(m. 8H), 2.43(s. 3H). 

> 3) 4-^^-4H-3.S.^-2-7'>s4^^(2-{2-[4-(2-{[2-(3.4-t:li^]^^l-4^)-<^m]-i^m-<^H 

i=:}-'=>im)-3^1^]-2H-BllHel-#-5-^}-4.5-^^l^^l-3^im)-<>M^^ ^12: 

2)<^A-1 ^IStb 2-{2-[4-(2-{[2-(3.4-T:1^^Al-3^^)-oll^]-pll^-6VPlin}-6flm)-3^|l 

^]-2H-^Bel-l^-5-«^}-4,5-Ti|pns.Al-3^1^o>nl i gsf aS.^-2-7>=^-€^ 0.97 ^^1<^1 2 
^q- ^'atb ^c}-^-^^ ^-§-^1^ ^"^^ 0.99 g* 75%). 

» lH-NMR(CDCl3) 6 : 7.70-7.63(m. IH). 7.62-7.51(m. 3H), 7.45-7. 18(m, 2H), 6.93(d. IH), 
6.68(s. IH). 6.53(s. IH). 3.97(s, 6H). 3.86(s, 6H). 2.95-2.75(m. 8H), 2.44(s. 3H) 

> ^7] -i^Hi i-33«^lAi 7^]2i^ *>7l s 131- ^4. 
l> 
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>^Alc«il 34: ^^^-3-^>-^^'?i!: 

3> ^AH H^l ^^^-3-?>4€^> [2-(2-4-[2-(6.7-t:1t>fl^^l-3.4-x:le><:'lH.S.-lH- 

ol^^^^-2-<y)-<^m]-^l^-2H-tflHel-*-5--a)-4.5-t:1^1^^1-^^]-<^H^ 1 70 
mi<^] ^3L M^^^<^t^. ^-1= 30^ ^ 5 mi<^ ^tl ^^^^<l> 0.10 M« 0 'C<^^^ ^7> 
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0.95 g* ^^*V^T=K^^: 83%). 

> iH-NMRCCDsOD) 6 : 9.71(s. IH). 9.55(s. IH), 8.33(d. IH), 8.31(d, IH). 8.24-8,20(m. 3H), 
8.10(t. IH). 7.89(s. IH). 7.65(m, 3H). 6.86(s. IH). 6.84(s. IH). 4.00(d. 6H). 3.86(d. 
6H). 3.65-3.55(m. 4H). 3.37-3. 26(in. 6H), 2.19(s. 3H) 

>^^]^] 35: 4-^di-4H-aS.^-2-?>^^^ [2-(2-{4-[2-(6.7-^i^l^^l-3.4-t:1*>^1S.S-lH-«>l4i 
41^^-2-«^)-<^€]-^^}-2H-i&llHBl-*-5-'g)-4.5-^Tili:^Al-5|l^]-o>T3ls. Tifl^^^>a: ^] 

> ^AHl 21<^l'^i ASil}: 4-^^-4E-3.S.^-2-f}^^m2-i2-{4:-[2-i6,7-^^^^]-3A-^-^} 
c]^^-m-o]:i^^^^-2-'U)-'^]^}-^]'d}-2E-nB.^^-5-'^)-4,5-^^^^]-n^ 1-2 g 
^ ^^^S.^^ 0.12 me^ ^^Hl 333q- ^-i-AlT^ Sj-^l- 1.1 g^ 

80%). 

iH-NMRCCDsOD) 5 : 8.35(s. IH). 8.18-8. 16(in. 3H). 7.95(t, IH). 7.79(d. IH). 7.71-7. 64(m, 
4H), 7.08(s. IH). 7.05(s. IH). 7.01(s. IH). 4.05(s. 6H), 4.01(s. 3H), 3.90(s. 3H). 
3.90-3.73(in, 4H). 3.51-3.41(m. 6H), 2.18(s. 3H) 

3> 36: 4-^4i-4H-aS.^-2-^>4^^[2-(2-{4-[2-(6.7-cl^l^^l-3.4-x:1^><^lS.S.-lH-«^li2i^ 

^^-2-^)-<Hl^]-^^}-2H-^HHl^-5-^)-4.5-t:1^^Al-3^1>d]-6HS. '^^ <^Si\ 
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> ^AHl 21«^A-1 4-^^-4H-3S.^-2-^>4^'t!: [2-(2-{4-[2-(6.7-t:1^^>«'l-3,4-t:1 
^o] S.S.-IH-0I ^¥1 ^^-2-^ )-<^1 ^ ] -3^11 ^ }-2H-Bll :e 5}^-5-<a )-4 , 5-^:1 ^1 ^-^1 -^11 ^ ] -<i>Ti1 S. 1 . 5 
g ^ ^Vo1:e.S.#^^^ 0.1 me* ^Al'^l 334 1^^-^^ 1.4 ^ 
^^>^i=l-(^^: 89%). 

> iH-NMRCCDsOD) 5 : 8.37(s, IH). 8.19-8.15(in, 3H), 7.97(t. IH), 7.82(d. IH), 7.73-7.65(m. 
4H), 7.18(s, IH). 7.15(s. IH). 7.11(s, IH), 4.07(s. 6H). 4.02(s. 3H). 3.98(s. 3H), 
3.94-3.75(ra. 2H), 3.52-3.43(in, 8H) 

i> 1-- ^<^-§- ^1"^^ ^1^ 

2> ISl -B-:£^1^^-1, ^-^Hl 21<Hl^i -T^^^ 4-^^-4H-2S.^-2-7>4^^ 

[2-(2-{4- [2-(6 , 7-ti) 1^1 ^^1 -3 . 4-til *>ol JE.S.-IH-0I ^^-2-^ )-<^l ^ ] -^fl ^ }-2H-b|1 Hel-#-5- 

3> :a±(nig/^;^l) 

4> ^^1- (1) 100 
5> 80 
6> ^-S^rii 80 

^l^^^l A>^^ ^ oli4), 35<^Ai 4-^^-4H-aS.^-2- 
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^m-tV [2-(2-{4-[2-(6.7-t:lT*|l^Al-3.4-t:1^<>l^S-lH-<^li^^^-2-'^^)-«^^]-^^>^^^^ 
Ee|.^-5-^)-4,5-^i^^^l-J^m]-<^H^ ^^^^^ ^-i: ^>-g-*V^ ^■^<=>fl^ 
<a=* 114 mg-^S ^>^^l-5Ji^. 



> ;*i1>lH 2: ^<^^ ^1^^ ^1^ 

ns.^^ -^S^m^i, ^AHl 21<^1>H ^^tb 4-%^-4H-aS.^-2-7l-4^>J+ 
[2-(2-{4-[2-(6J-t:1^1^>^l-3.4-tii*>ol-S.-m-ol4i^^^-2-'^a)-<Hm]-3^ll^}-2H-^HBl^^^ 

^^^1-^ S.*a^$|t:l-. 

Jl^Cmg/^^l) 

> Sl-^l- 100 
j> 40 

l> ^S.^^ 80 

5> ^^^^ 80 

'^V-B-^ ^ 5aT^. <=>H. ^^Hl 35'=>llAi 4-^^-4H-aS-^-2- 
7'}^^^ [2-(2-{4-[2-(6.7-^^l^Al-3.4-x:^^><^l^S.-lH-oiai¥l^^-2-<^a)-<^m]-^^}-2H-^l 

•g^^ 114 mg^S. A>-g.*>^tf. 
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9> 1^ ^S5l-# -B-S^SAi, ^Ajo^l 21<^lA-l ^.^tb 4-^4x-4H-3S.^-2-n^'i-t]: 

[2-(2-{4- [2-(6 . T-c] pfl -3 , 4-x:l ^l-o] = ^-ih-o] ^f] ^fl-2-^ )-<^ € ^ }-2H-^ 

^> ^-^l- 20 rag 

> 10 ml 
=> HCl (IN) (pH 471- 

> o]<i\. ^A]^ 1 tfl^^ BH^e).^ ^A>-g. >fltg 

^^l-^-^i ^>-§-^ ^ $Xt^. o]xifl, ^Ajcfl 356)lA-1 4-4^-4H-M^-2-^l-^ 
[2-(2-{4- [2-(6 . 7-c1 , ^}o] c ^-m-o] db^ ^^-2-«a )-d\] ^ J-afl ^ }-2H-B|l H 

#-5-'a)-4,5-T^i^^Al-is|)i^]-o>p]:c pfl^^^A). A>-g-*].^ ^^-ife ^^1-^ *a=^ 
23 mg^S. A>-8-«^>JL. HCl^ ^^1 #^4. 

> 4: ^A]-g- ^1^2^ ;^]^ 

1^ ^^B^ -B-£^S.Ai, ^AHI 21«^A-1 ^s.^ 4-^^-4H-M^-2-n^>g't> 
[2-(2-{4-[2-(6 . 7-c^ ^] -3 ,4-ci *>6l = S.-lH-<il -l-fl-2-^ )-<^l ^ ^ }-2H-^lmef#-5- 
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> Ir-*^ 20 rag 

> 400 2 ml 
» "i^^ 8 ml 

sl-^l-S-Ai A>^^ ^ Sarf. oH, ^Alo^l 35«^A-^ 4-^4i-4H-aS.^-2-7V4 
^X]. [2-(2-{4-[2-(6,7-Ti|i^]^>>1-3.4-t:l*Vo]:£S--lH-<^l:ix^^^-2-^)-<^m]-^1^}-2H-B^^ 

23 mg^S 4-§-*>^^. 



3> M]S.^^^ ^>-§-^ -a-^i^ MCF-7 ^ MCF-7/DxoH. MCF-7/Dx^ MCF-7 

•4> A-flS.^ 37 t:^ ^S., 5% '^l-ib^^iii, 95% ^ 100% 2::d^><^l'«-^ 

(glutamine). ^^^^H-f-. ^H}^><^l'il ^ «a-5LBflE]Xi (amphotericin)* RPM1640 -g-^ 
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^^S-^E^ M]S.^ ^Sl«^fe 0.25% H^-iKtrypsin) -g-^<=^l 3 mM l,2-Al#S.«q'a:i:l<5>^^lHBl- 

5> MCF-7 ^ MCF-7/Dx 96€(well) ^-«V^ Ti>ol-ss.l-^lolm<^ €^ 2x103 

M]S.^7} ^^^JL, «fl^H^-1 24^1:?]: ^«?]: Bfl<a=S>^i:^. M]^7} 

:g ^ofl I3ll<a:^^ ;^l7l^>al. 10-llifl;^l 10-6 M^l :^3ES1 3ll-#B:ili-^ 100/^^ ^^-^S. 

7}^}7]y^ €^1^1^ 50 nM^I ^5.5. t^-§-s1-<^ 7>^>JI tifl<a=7HlAi 72^] tt ^91 afloj=^> 

5|t^. wrJ=<^l ^S.^ ^ A Bfl'a^^^ ^iTl^Vol, M]S.<^] 10% 

^2:^1 ^cf. c«^7loll 1% "^HlH-ii -S-"^*^! 0.4% SRBCsulforhodamine B)l- 'g^-g-'^ 

# 7>*>ai ^^^>H 30^^ ^^i^*^ 'S'^tb ^. 1% <^HiH^ -g-^-^s. 4s. 

^ ^^«>^1 SRB» ;^l7l«l-^4. <^1^7ll "^^^ ^Sm<^] pH 10.3 10.5^ 10 

me HeliT'V <g(trisraa base) -§-^* 7HH M]S.^ ^-^^ SRB* -g-#^l^ ^, "V^msl-s^] 

olH Hl^Kmicroplate reader)!- <^l-g-«><^ 520 nm3i|-^J-«^A-1 2^ , '^^S. 

^ ^^^50% ^^l*>fe ^ sj-^sl^-i^ ED50* ^m-ii^Vs ^3!)-» s 2 

•=^1 ^^1 'a->^li^ MCF7/Dx<^l ifltb «J-<?J- ^7>fe- ^ 
Ai<^l ^el^W ^-fCCEDso)^ ^^^^ ^^(TeD50)» «1^«^H i4^^fl^4(^'^ 
^;^1Jl3I)- =Ced5o/Ted5o). 
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-gAl^ 21 


7.9 


4.9 


60.1 


-QA]^ 22 


6.5 


4.0 


73.4 


^aH 23 


7.4 


5.9 


49.9 


^aH 24 


8.1 


7.5 


39.3 


-SaH 25 


9.1 


10.3 


28.6 


^aH 26 


10.1 


12.3 


24.0 


>a^H 27 


9.0 


139.5 


2.1 


-MaH 28 


7.4 


14.8 


19.9 


^aH 29 


6.3 


13.8 


21.3 


>iAl^fl 30 


13.1 


111.9 


2.6 


-gAlc^l 31 


9.9 


108.1 


2.7 \ 


^Alofl 32 


9.8 


15.3 


19.2 


33 


8.2 


12.8 


23.0 



^7] s. 2<Hi ^^1. ^ ^^-^ 1^ n^^^ ^^^-^ 

A^^^^^ ^<=^*>^ ^1^=^-^ -B-^^* ^7>*>^l ^<=^*V 

- :^^^t\. MCF-7/Dx«^ tfl*>c^ v^B-f A]^^^^^ ^^S. &^}, ^ ^'^^ 

BllHBl-# ^S.^]^ 50 nM <y=-^>^S£ ^fl^^ ^^^fl5L^ MCF-7/Dx2l sj-f-Bl^^^n t^^ 
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*>^4. Al^^^ >a-7l -^^1.^151 12 iDg(2:^^: ^AHl 12 mg/ 4 

ml + -il'i'?L> 1.2 mcg)^ Am^n^ 20 mg/kg : 3il.#Sl^€ 6 mg / 3.^S.^<=>\ EL 0.5 ml 

+ ^]^^ 0.5 ml)^ ^o^^V^^x^. ta2:*<:fl^ 5'ir-^^^S.^^ 4 ml + ^^^> 1.2 

mcg)3l- 20 mgCS^^: 6 mg / ^^lH.i<H EL 0.5 ml + <^]^-^ 0.5 ml)^ 

^iB-^n-^^^y^] ^HCSprague-Dawley. 14-15^^, ^ tfl^ti>ol^^ 3.3.^^1 <^^)* 

20 mg ^1^ ^1^1 ^ ^2: ^^^<=^^ ol-g-^H m] ^'H 

^H«=fl ^<=^*>^tl.. ^ ^ 1AR>. 2Am. 4AR>. 6^1^>. S^m ^ 24Am 

i> m^^-^^ 12000 rpm. 4 t^'^l^i 5^ ^^J ^-^^-el^*^ ^OOfd^ o\M]^ 

400;^£^ 7>*V:[1, 3^:?> -ir^^CVortex) ^ 12000 rpm. 4X:^^^ 5-S- ^"^V 

^Bltb -S-^*-^ 50 fd^ vi]MM<^]3.^ jLO^^^]3.S.^m^i^^ (HPLC) ^^-^ 

^Al^V^^i^, ^^<^1 A>-§-€ HPLC 
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> ^ Til (Semi )-HPLC ^l^i^: Al4o]H(Shiseido) SI-1 S^, 

> ^-i^^^: ^-i ^(Capcell Pak) C18 UG120 (5^an, 1.5250inin). 

> ^€ ^ C18 MF Ph-1 (4.610im), 

> ^-i ^ CIS UG120 (5;m, 1.535iiim), 
5> oi:f.>a-: 20% oHlSv|H^. 

r> ^^^^ ^1^^: 55% t^HlS-^^Hm, 

> ^'a^: 5;i<i. 

> 227™. 

» >ql Til (Semi )-HPLC system: Al>qlols. SI-1 -2.^, 

2> %^ ^#sl^^ ^£^1 Al;?>c>ll 4^ *l-7l a 3*^1 M-Bl-ifl^iil-. 



3> is. 31 





AUG (ng.Am/mer' 


Tmax (hr)"* 


Craax(ng/me)*^ 




440± 205 


2.0 


78± 31 




3,032± 1.108 


1.0 


1,172±433 


^^]<^ 21 


3,74411,355 


1.0 


1.149i529 


^Alcfl 22 


3,632±1.219 


1.0 


l,120l±547 


* 1 : 24-^ 

* 2 : ^oL 

* 3 : ^JL 


^3c. 
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^^51 ^«|-^ 1^ ^IHs)-^ -a-^i^ «J-^;^1<^1 tfltb ^^^1 ^31-^ 

Irfil >8i^fl^=^^^^ ^l:^*^^ -yr^-^^^ ^^1^ 7]r7\^]S.7\ 7V^§>i=V 



66-57 



_ m■^ '^^}' 2004/9/21 

1020030069582 ^-i ^ r 

1 

7>iAi#szLi-oiJi, o] ^m^m C1-C5 -ar^a, ^v«=>i^^^i. C1-C5 

R 2 Rll^ ^^^^^ ^4.. *>o1-^Al. ^S^. viBS.. Ci-C 5 'S^a '^^^'^l 
oiji. o] x^l. Re ^ Rii^ ^^^<^ 4 ^fl:^l 8€ :iiel» ^^^^ ^ 

X ^ CH2. %€^><^1^. 
[^^«^ 2] 

olnlr]^. ms|o>#, ^HBl-^, ^^>^. ^*^>*. ^^>^«^>#. ^«='>^*=*>*. 
^3olPlcf«. ^^EloV^. ^2:^AV#. aS.^. ^*^<:'>S€( 
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o] i^l, ^l^^lfe C1-C5 ^H^^^l. C1-C5 ^^^^1. MHS 

^ 1 

-3-?l-^^'t]:[2-(2-4-[2-(6,7-T=1 p11^a1-3.4-i=1 *>ol:E-^-lH-«il dfc:^ ^^-2-^ )-<^l ^ 
-2H-B)1 )-4 . 5-^ ^ ^^1 -n ^ ] -'^Vt^I S- . 

f1 ^€-2-^V4€^ [2-(2-{4-[2-(6 , 7--C] ffl^Al -3 , 4-1=1 S.S.-IH-0I ^^-2-^ )-«^ m]-3^ 
^}-2H-Bl]H5m-5-^)-4.5-t:1^^Al-5|)^]-o>r.l:c^ 

[2-(2-{4-[2-(6 . 7-"^ ^ ^^1 -3 . 4-^ ^S.-1H-<^1 *ll-2-^ ] -^11 ^ }-2H- tfl Se1-#-5- 

^ )-4 . 5-t:1 A] -3^11 ^ ] -o>r.l = . 

-^^-S-^V^^^ [2-(2-{4-[2-(6 , 7-t] -3 , 4-t] ^}o] JE-^-lH-^^l 41^*^1-2-'^ ^ ] -^^l 
^>-2H-BllmB|-*-5-^)-4.5-i::1i^l^^l-3|l^]-<^M^. 

[2-(2-{4-[2-(6 . 7-t] v^^X\ -3 , 4-c| ^o] S.S.-1H-«^1 ^^-2-^ ^]-3*ll ^ >-2H-^ 
^ )-4 , S-t:^ tifl^^l -n ^3-<^>i^l . 

fl*^-4-7V4'€^ [2-(2-{4-[2-(6.7-clPlls.Al-3.4-i=1^><^l^^-lH-ol^flfe€-2-'a)-<^im]-2]l 
^}-2H-BflH5^#-5-'a)-4, it^^Al-3J(| ii]-o>Pl H. . 

4_pj]^Al-f|^^-2-^>4^-a: [2-(2-{4-[2-(6.7-c1^^Al-3,4-x:1*l-ol£.s.-lH-ol4i¥l^^-2-^)- 
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^^-t^ -2-9}^^^ [2-(2-{4-[2-(6.7-^i^^Al-3.4-i=1*>ol^S-lH-ol4ifi^^-2-^a)-«^m]- 
^ ^ }-2H-^l HHl-*-5-'^ )-4 . 5-t\ pfl ^ A] -511 ^ ] -«='>^1 ^ . 

s:ielci-2-7V4^>a: [2-(2-{4-[2-(6.7-i^tiil^Al-3.4-x:1^>ols.s.-lH-ol^¥|^^-2-<S)-<^€]-3^ 
^ }-2H- tfl HH?-#-5- )-4 . 5-1=1 -^Al -3J|1 ^ ] -<i>i3l c ^ 

N_[2-(2-{4-[2-(6,7- t:lp|l^Al-3.4-c1«HS.S.-lH-ol^^^^-2-'^)-«^l^]-5ll^}-2H-^lH5l-# 

-5-'^ )-4 , 5-^ n ^^ -n ^ ] ^€ H. . 

N- [2-(2-{4- [2-(6 . 7-1=1 ^1 ^^1 -3 , 4-i=1 ^><^1 S.S.-1H-«>1 *^-2-^ )-«^ ^ }-2H-Bfl HB]-^ 

-5-^^ )-4 , 5-tq lifl ^ ^1 -3^11 ^ 4iq <^>i^l ^ . 

SEje).;^ -2-7']^-i^[2-(2-{4-[2-(6.7-i=1^1^Al-3,4-tq^>ol = ^-lH-ol4i^^^-2-'a)-^m]-3^ 
^ >-2H-ell H2l-#-5-^ )-4 , 5-^ ^1 ^^1 ^ ] -<^>^1 S. . 

N- [2-(2-{4- [2-(6 . 7-1=1 i^l^^l -3 . 4-^ ^<^1 =-S.-lH-ol i¥| ^^-2-^ )-<^ -^^ ^ }-2H-Bil H2l-# 
-5-^ )-4 , 5-1=1 1^ ^■^] ] -iffl^<*>^1 S. . 

M-Hl:^ -2-^V4^'?i [2-(2-{4-[2-(6.7-tqpil^^1-3.4-i=l-&><^l:BS.-lH-ol^^*€-2-'a)-<^m]- 
3^1 ^ }-2H-B|lHe1-^5-'^ )-4 . 5-i=1 ^^^l-^ll ^]-<='>t=1 ^ . 

N-[2-(2-{4-[2-(6. 7-1=1 1^^^1-3,4-1=1 •BrVol = s-lH-ola::¥l^^-2-^)-<>(|^]-3^fl^}^^^ 
-5-«a)-4.5-i=li^l-^^l-^1^]-2-#^-2-S.-^2.o>nlH. 

N- [2-(2-{4-[2-(6 , 7- ti) tiJI^aI -3 ,4-i=1 *>o1 3S.-lH-<5l ^¥1 )-<^l €3-^1 ^ >-2H-B)lH2l-# 

-5-^ )-4 . 5-1=1 ^^1 -^1 ^ ] -3-#^^S.-€^<*>i^1 S. . 

N-[2-(2-{4-[2-(6 . 7-T=1 xifls-Al -3 , 4-i=1 Sj-^l S-lH-^l ^^-2-^ )-«^ ^ ^ }-2H-^ H2l^ 
-5-^)-4.5-i=1^^^1-4^]-4-€-^-$-S-^^«^H:^. 
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N-[2-(2-{4-[2-(6.7- rlTij)^Al-3.4-tiSVc,ls.S-lH-«>liJi^^^-2-'a)-<^m]-5^m}-2H-BllH5l-# 
-5-<a)-4.5-^i^^^l-5^il^]-3,4-t:11-^-$-^-^S^M^, 

El^^-3-7V^^^ [2-(2-{4-[2-(6.7-^^^>>l-3,4-T:1§>c5l=s.-lH-o1^4l^^-2-°a)-<^m]-3^l] 
^ >-2H-^HSl-^-5-«a )-4, 5-t:1 i^^Al-5^ii]-oVnl h. , 

[2-(2-{4- [2-(6 . 7-t\ v\] -3 . 4-^1 *}<^1 HS-1H-<^1 fe^-2-^ )-<^l € ^ }-2H-Bll HS^-^-S- 

4- ^4i-4H-3.S.^-2-^>4'i'a: 

[2-(2-{4- [2-(6 , 7--C] T^ll^A] -3 , 4-i::1 ^o] S-S-lH-o] fefl-2-^ 1 ] -J^ll ^ }-2H-^l HH^-^-S- 
^)-4.5-i^i^l^^1-3ll^]-<^M^. 

6_ pj| ^-4-^4i-4H-3S.^-2-7>4^^ [2-(2-{4- [2-(6 . t^fl ^ a] -3 . 4-^:1 «1-<^1 = S.-1H-<^1 ^ 
^-2-«a )-<^ ^ ^ }-2H-i^lHS|-#-5-^ )-4, nflS-Al-jill ^ ]-o>t.l c , 

6-Bj) ^-4-^^-4H-3S^-2-7>4^'a: [2-(2-{4-[2-(6 . 7-^ ^ ^^1 -3 . A-^ ^o] S.S.-1H-<^1 * 
^-2-^ m ] -3)1 ^ }-2H-Bll He1-*-5-^ )-4 , S-i^l ^ ^>«'l -3^11 ^ ] -<^V^1 ^ . 

5- -sl-ol S.^Al-4-^4i-4H-aS.^-2-7>^'€'a: [2-(2-{4-[2-(6 . 7-^] pfl^A] -3 . S.S.-1H-<>1 
^^^^-2-«a)-<=fl€]-J^l^}-2H-^lH5l-^-5-^)-4.5-cl^s.Al-5fl^]-o].ti]:E.. 

5_pj)s.Al-4-^4i-4H-aS.^-2-^>4^'il:[2-(2-{4-[2-(6 . 7-t::1 b)]^ a] -3,4-1^ ^fo] :^S--lH-ol 

^-2-"^ )-'=fl ^ ] ^ }-2H-i^ B.e|-#-5-^ )-4 . 5-^:1 ^ ^ ] -<i>i3l ^ , 

6- ^^^S.-4-4di-4H-3S.^-2-^>4^^ [2-(2-{4-[2-(6.7-i=1i^s.Al-3.4-i=l^<^l^S.-lH-<^l4i 
^^^-2-'a)-<^im]-3^^}-2H-B)lm2l-#-5-^)-4,5-i^Pll^Al-s|)^]-<^H = , 
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^_2-<g )-ofl ^ }-2H-ell H5l-*-5-^ )-4 , 5-1=] ^ ^^1 "i.]-^}^] ^ . 

-4-?>4^<i [2-(2-{4-[2-(6.7-i=lT^^^l-3.4-cl«l-ol:^S.-lH-<:>lii^^fl-2-^)-<^€]-^ 
^ }-2H-Bll Hel-#-5- ^ )-4 . S-tq ^ ^1 >^ ] -o>pl s. . 

[2-(2-{4-[2-(6 .7-1:1 ^-^1 -3 . A-^ S-S-lH-^l *^-2-<^ )-<Hl € ] -^^11 ^ }-2E-n ^^^-5- 
)-4 , 5-^1 till ^ ]-c>til s. , 

_3_^].4^<i [2-(2-{4-[2-(6.7-t:1^^^1-3,4-t:1*HS.S.-lH-<^1:i:^^^-2-^)-<Hm]-s|l 

^ }-2H-^ He|^-5-^ )-4 . b-'c] ^^^S.-n ^ ] -^\^] ^ , 

flfefl-S-^V^^-iV [2-(2-{4-[2-(6,7-c1i^l^^l-3.4-i:1^>ol^5.-lH-ol:^^^^-2-<^)-<^1^^3il- 

^ ^ }-2H-^ )-4 , 5-1^ ^ ^^1 ^ ] -«^>i='l . 

_3_^].H4^AV 2-[2-(6.7-tilp)|^Al-3,4-t^^>oliE.S-lH-old[x^^^-2-"^ «^m)-2H-i5flH 
5l-#-5-^]-4.5-i=1i^l^Al-3E(l^-o>t.]=, 

N- [2-(2-{4- [2-(6 , 7-c) ^1 ^ ^1 -3 , A-t] ^}o] ^^-2-'a )-'=>11 € ] -^D ^ }-2H-^ 

-5-^)-4,5-x:1t^^^l-3^^]-3-3lI^-«i>Hm«^l-^1S.. 

N-[2-(2-{4-[2-(6,7- rliijls.Al-3.4-cl*>olS.S.-lH-<^l^^^€-2-^)-<^m]-5ll^}-2H-^lH2l-^ 
-5-«^)-4.5-clPll^Al-5(l^]-3-^^^-3-'a-'^>3m<^M^ ^ 

4_^^_4H-aS.^-2-7'V^4^<i (2-{2- [4-(2-{ [2-(3 . A-t] tifl a] -sfl ^ ^ ] ^-^Vi^l 
€ ^ ] -2H-tfl :me1-#-5-^ }-4 . 5-^ ^ ^'^l -^^ ^ )-«='>^l ^ 
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iii) ^^-^ 251 ^^^] ^71 ^7ll-&H 3^ ^\^^^ S£^ oV^^5l-ol^ 




61 




[^t^^ 4] 
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[^^^ 21 




,/^^-^])-X— {CH2»ri-ljH-(CHa)„- 




31 



^71 Ri. R2. R3. R4. R5. Re. R7. Rs. Rg. Rio. Rii. m. n ^ Xfe 1 ^M^^ ^^itt 

v>}Si\- :^JL, R'^ OH, CI afe Br<^]JL, 
[^^*^ 51 

5 



>s-7i ^ofl^i, R2. R3, R4 ^ Rs^ ^1 1 ■^J-'^^i^i *€<^m. 




[^^1-^ 71 




'2 
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a) S^n^ 10^ MHS. ^^#511. 11^ o>^ ^-tl-^ ^•%-^]^ 9 

3^-t|-^ 6 




[^«|-^ 10] 




mn^ 111 

R7 




Hr}l-(CH2)„- 



91 
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8] 



H2N-Q~^"<*'"2)rirg-{CH2)ri- 




^71 ^oflAi. Rg, R7, Rg, Rg, Rio, Rn. m, n ^ 1 *^<^1^i ^^th R"^ 

OH, CI BrolJL, €^ 
71 

-§-7>^t!: ^ p-^^«-J^^ ^i^-g- ^^^-i". 

81 

^1 7 9X^^^, 

[^^*^ 91 

8 -^M 9X'=>]M. 

*J-^^l7> (paclitaxel), S.>^i1^-t (docetaxel), ^5L2l^€ (vincristine), 

(vinblastine), ^it^ifi (vinorelbin) , t^-fii^M'tl (daunoraycin), -^^fc^til^ 
(doxorubicin), (topotecan), <ilB|ii^?lr (irinotecan) , ^^ii^o]^ (actinomycin) 

^ oflS^Alc. (etopocid)S. <^1^«H^ * ^^]^^ ^^-^S- '^^ 2:^^!-. 
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